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OPEN PUBLI C MEETI NG(10:35 a.m)

M5. O LONE: Good norning, and wel cone to the
General Hospital and Personal Use Devices Panel Meeting. W
name is Martha O Lone and | amthe Acting Executive
Secretary for the General Hospital and Personal Use Devices
Panel .

| would Iike to wel cone everyone today to the
panel neeting, and if you have not signed in outside the
door, please do so right there at the sign-in desk. Also at
the sign-in desk you will find copies of the agenda and
informati on on obtaining a transcript, if you desire.

The next item of business is an item of Dbusiness.
| have to read a statenent to the record on conflict of
interest. For the General Hospital and Personal Use Devices
Panel Meeting Septenber 15th and 16th, 1997, the follow ng
announcenent addresses conflict of interest issues
associated wth this neeting, and is nmade a part of the
record to preclude even the appearance of any inpropriety.

To determine if any conflict existed, the Agency
reviewed the submtted agenda and all financial interests
reported by the panel participants. The conflict of
i nterest statutes prohibit special governnment enployees from

participating in matters that could affect their, or their



enpl oyer's, financial interests; however, the Agency has
determ ned that participation of certain nenbers and
consultants, the need for whose services outweighs the
potential conflict of interest involved, is in the best
interests of the governnent.

Limted wai vers have been granted to al
participants for their enploynent, or for financial interest
in firms which could potentially be affected by the panel's
deci sion. These include Dr. Jacqueline Simobns, Charles
Edm st on, El aine Hynmek, Brahm Gol dstein, who is not here
today, Dr. Fred Witehouse, Joseph Fow er and Ms. Christine
Chandl er and Ms. Marcia Ryder.

Copi es of these waivers nmay be obtained fromthe
Agency's Freedom of Information Ofice, Room 12A-15 of the
Par kI awn Bui | di ng.

Drs. Wava Truscott and Jay Slater are guest
speakers with us today. Those speakers have acknow edged
enpl oynent or financial interest wwth the firm whose product
w Il be discussed today. Wth respect to all other
participants, we ask in the interest of fairness, that al
persons maki ng statenents or presentations disclose any
current or previous financial involvenment with any firm

whose product they may wi sh to comment upon. Thanks.
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And as | said, | amMrtha O Lone and | am Acting
Executive Secretary for the General Hospital and Personal
Use Devices Panel, and welconme again. | would like to
i ntroduce our Chair, Dr. Jacqueline Simmons, and then | wll
have the other panel nenbers briefly introduce thensel ves.

DR. SIMVONS: Good norning. | amDr. Jacqueline
Si mmons and | am Adj unct Assi stant Professor Departnent of
Epi dem ol ogy at the University of Mam, and a general
internist fromthe University of Mam. And we wll start
fromny |left and go back to ny right and have everyone el se
i ntroduce thensel ves to you.

DR FONER W nane is Dr. Joe Fower, | ama
dermatol ogist in private practice and Associate Cinical
Prof essor at the University of Louisville, and current
Presi dent of the Anerican Contact Dermatitis Society.

DR. WHI TEHOUSE: The nane is Fred Whitehouse, | am
an endocrinol ogist at the Henry Ford Medical Goup in
Detroit, Mchigan, and Division Head Eneritus in the
Di vi sion of Endocrinol ogy and Metabolism at that
i nstitution.

DR. HYLEK: | am El ai ne Hyl ek, an internist
practicing at Massachusetts CGeneral Hospital in Boston, an

| nstructor of Medicine at Harvard Medi cal School, and a



menber of our Division of Cinical Epidem ology at McH

DR. EDM STON: My nane is Charles Edm ston, | ama
m cr obi ol ogi st, Associate Professor of Surgery at the
Medi cal Coll ege of Wsconsin in M| waukee.

DR. BOUWSMA: O is Bouwsma, | am a periodontist.
Currently I work for BIORA, Incorporated in Chicago,
I11inois.

M5. CHANDLER:  Christine Chandl er, Nurse
Practitioner, Cinical Instructor at Harbor-UCLA Medi cal
Center in Los Angeles and an H V i nician.

M5. RYDER: | am Marcia Ryder, | ama nursing
consul tant in vascul ar access and al so a doctoral student at
the University of California San Franci sco, Departnent of
Physi ol ogi cal Nursing.

DR. SIMMONS: This norning, we as panel nenbers
were asked to nmake a recommendations to the FDA regarding a
draft gui dance docunent testing for skin sensitization to
chem cals and | atex products. W will now begin the open
public hearing of this neeting today.

As you see from your agenda, we have two speakers.
Before we ask the speakers to conme up, we will also ask Dr.
Lin, who is Branch Chief of Infection Control Division, to

give us a little bit of an introduction. But first, | am



going to ask the speakers to please speak into the

m crophone, because we need you to be clear for our
transcription purposes. W are going to also ask you to
state your nane clearly, your affiliation, and also, if you
have any financial interest wwth the product at hand today.
Dr. Lin

DR. LIN.  Thank you, Dr. Simmons. And good
nmorning. My nanme is Chiu Lin. As Dr. Simons nentioned, |
amthe Branch Chief for the Infection Control Devices Branch
in the Division of Dental, Infection Control and General
Hospital Devices in the Ofice of Devices Eval uation
CDRH FDA.

On behalf of the CORH FDA, | would like to wel cone
all of you comng to this and participating in the 32nd
CGeneral Hospital and Personal Use Devices Panel Meeting
today. As Dr. Sinmmons nentioned, the purpose of this
meeting is to solicit your advice and input on the proposed
draft gui dance docunent that deals wth the |abeling claim
of reduced chem cal sensitization potential of a |atex
medi cal devi ce.

| want to enphasize here that today we are talking
about chem cal sensitization, not protein-induced

sensitization or allergic reaction, so we only Iimt it to



chemcal. As we all know, the latex allergy has becone a
growi ng public health issue and to provide an inproved | atex
product with a | ow sensitization potential is an inportant
m ssion to the FDA, so this guidance docunment which wll
provi de recommendati ons to manufacturers of |atex nedical
devices on how to test their products and generate
appropriate scientific data to support any claimthat they
may be interested to be on their product is one way the FDA
utilizes to ensure the product can be used by any user with
confi dence.

Wth that in mnd, we at FDA would |ike very nuch
t hi s gui dance docunent as scientifically sound as possibl e,
and therefore your input on this draft guidance docunent is
going to be very inportant to us. This is why we comrenced
t hese panel neetings today, so we are | ooking forward to
your expert advice and hope to have a very productive
scientific nmeeting today. Thank you.

DR. SI MMONS: Thank you, Dr. Lin. W wll ask our
first speaker to cone to the podium M. Roberta Carlin,
Associate Director, Spina Bifida Association. W are going
to ask you again to please state your association -- your
name, of course -- and if you have any financial interest

wi th the product at hand.
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M5. CARLIN: Yes, ny nane is Roberta Carlin, | am
the Associate Executive Director at Spina Bifida Association
of America, and | have no financial interest.

DR. SIMMONS: Thank you.

M5. CARLIN: | am here on behalf of SBAA. W are
a consuner group. W are the large national association
that deals with persons with spina bifida, our primry
mssion is to prevent spina bifida and to enhance the |ives
of all those that are affected.

| am here specifically to address the | atex
issues. W are not presenting any scientific testinony. |
am here on behalf, as | said, of the consumer group. |
realize that the focus of your conversation and deci sions
today deal with Type | allergies, or rather Type IV
allergies; nost of the situations that the spina bifida
person is involved in are the Type | allergies. However we
feel that it is inportant that everybody is aware of the
critical and life-threatening problens faced by those with
spina bifida and | atex all ergies.

As | said, | realize that my comrents and vi deo
enconpass nore than the specific aspect of your discussions
today, but | brought a very brief, five-m nute video which

hope you will enjoy, and I guess | nust also add that one of



our major concerns is fromreading the clains and the
testing devices regardi ng these new products, is that the
clainms are very clearly witten to make sure that the
general public and those with |atex sensitivity are not
confused, and |I think that is a real issue. | wll answer
any questions afterward.

[Video omtted fromrecord.]

DR. SIMMONS: Do you have any questions -- for the
speaker ?

DR. WHI TEHOUSE: The 40% figure that was nentioned
in the show, how was that garnered? Was that a prospective
study, does it include irritants Type IV and Type |, or --
could you cooment on that a little bit?

M5. CARLIN: | do not know the answer. | can
certainly get back to you on that, but I do not know the
answer. | know that the nunbers vary. W have sone
information that we put out that cites the incidence between
17 and 83% but --

DR. SI MMONS: Any ot her questions? Thank you.

M5. CARLIN. Ckay. Thank you all. As | said,
realize that this presentation is nmuch further in scope than
what you are specifically dealing with, but nedical devices

with latex are certainly a critical issue to persons with



spina bifida and the | abeling clains have to be very well -
witten and very user friendly. Thank you.

DR. SI MMONS: Thank you. We will ask Dr. Shapiro,
Lee Shapiro, to cone to the podium please? And before you
speak, could you state your name, your affiliation, and if
you have any financial interests in the product at hand.

DR. SHAPIRO Good norning. M nane is Lee R
Shapiro. Until recently, | was a practicing dentist in
private practice. | have no financial interest in the
out cone of this neeting.

| have been practicing dentistry for 20 years.
started wearing |atex gloves approximately in 1982 with no
problens at all for, | would say, a couple of years. As |
get older, the years kind of blend together and | cannot
really pinpoint exactly when | noticed ny first problens.

It started out -- the reaction started out as a
mld, what | would call, annoying reaction; basically,
itching and redness on the backs of ny hands, and eventually
what | did was | just switched to a different brand of
gl oves and that seened to help for a tinme, but then the
probl em reoccurred, and again, | switched to a different
brand and | basically put up with this for several years and

it was not so bad that | could not work. It was nore of an
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annoyance, as | said before.

It was only in the |ast perhaps year that ny
condition has gotten a lot worse. M problemled ne to seek
the services of a dermatol ogist. At that point ny hands
were constantly red, with tiny bunps on the backs of ny
hands. The bi ggest problemwas the intolerable itching, and
it mght seemmnor, but the itching becane tortuous, to the
point where | felt like I could not stand having the gl oves
on any longer and I would hurry through procedures and |
could not wait to get the gloves off and wash ny hands in
cold wat er

My der mat ol ogi st thought when he first | ooked at
it that this was sonething that he could clear up. He put
me on a potent cortisone, topical cortisone, and that did
get rid of the problem and his plan was to gradually reduce
the potency of the cortisone by using different products,
and then eventually get nme off the cortisone conpletely
because it is not sonething that you can use indefinitely.
And it worked as long as | was using sone type of cortisone,
but then shortly after I would stop, the problem woul d
return, and then we went through the procedure again, with
the sanme results, and finally, | heard about another

der mat ol ogi st who was doing allergy testing and | deci ded
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that | should consult with himand | had a series of 80
di fferent patches placed on ny back for different chem cals
that are found in the dental office, and the two that |
reacted positively to were the carbamates and the thiurans.
At that tinme, | had no idea what these chem cals were, but |
qui ckly found out that they are conponents used in the
manuf acturing of |atex gl oves.

| went back to ny primary dermatol ogist wth those
results and he really had no alternatives to offer ne, and
he basically asked ne if | had a good disability policy,
which | said, | did. The bottomline is that it was so bad
that | decided to look into the possibility of going out on

disability and selling ny practice and finding sonething

el se to do, which actually about a nonth ago, | did just
that. | sold ny practice, nmy disability is still under
review by ny insurance conpany. | do not know if they are

going to approve that yet.

| tried using vinyl gloves and that did result in
an i nprovenent, but did not totally resolve the problem and
| al so had concerns about using the vinyl gloves. | did not
feel that they provided the sane protection as | atex gloves
as far as barrier protection and al so they would tear

easily, and | just did not feel that they were a safe
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alternative, besides the fact that they did not fit well and
made it difficult to do nmy procedures.

| also tried cotton |iners under the | atex gl oves
and that actually nmade the problemworse, and | feel that is
because it trapped heat and perspiration against ny skin and
apparently the chemcals were still getting in there anyway
and that just nade the problem nmuch worse. So, after trying
various liners and nonsteroid creans to put on nmy hands and
not hi ng worked, so the decision was finally made to just
give it up.

Al so, ny concern at that tine was, | realized that
what | had was a Type IV allergy and that it was not health-
threatening, it was quality of life-threatening, but ny
concern was that it could develop into a Type | allergy and
| just was not willing to take the chance and continue in
practice under those conditions.

That is basically nmy experience. Are there any
gquestions?

DR. SIMMONS: Any questions fromthe panel?

DR. SHAPIRO | mght add that ny daughter who is
19 years old who is in college and works in the biology |ab,
she has experienced sone problens, also, and | am concer ned

for the well-being of ny children. This particul ar daughter
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wants to go into research. | have another daughter who
wants to go to nedical school, and I do not want the sane
thing to happen to them | want themto be able to pursue
the profession that they want, and | hope that that wll be
t he case.

DR. WHI TEHOUSE: Do you have other allergies?

DR. SHAPIRO. | have hay fever type allergies
have since | was a child, to pollen, dust, nold, and so
forth. | have never had a drug or a food allergy that |
know of, but | aman allergic type person, as are ny
chi | dren.

DR. SI MMONS: Thank you.

DR. SHAPI RO  Thank you

DR SIMVONS: |s there anyone else in the room who
woul d i ke to speak at this time in open hearing? Open
public neeting. Thank you. | guess we can go on now to the
next portion of the neeting and we will start with Dr. Lin
agai n.

Dr. Lin wll give us a historical background on
t he | atex gui dance.

Agenda Item FDA Presentation of Guidance Document:

DR. LIN.  Thank you, Dr. Simons, again.

t hought ny role here today is to give you sone kind of a
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perspective, historical perspective, on how we got to here
t oday, and how we devel oped -- what the reasons, how we
devel oped this gui dance docunent to help to inprove the
pr oduct .

As we know, the latex sensitivity or |atex
allergy, this phenonenon is not new. | think that 'way back
inthe early nineties there were al ready people already know
all those phenonena. However, all those that the issue, the
problem started wthin about the md-eighties, 1980s, with
the di scovery of AIDS and then the CDC s universal
precaution, recommendation, and then heal thcare workers
started to increase the use of |atex devices, particularly
the medical glove, to protect fromAIDS or other infections,
and because of this, the |atex issue has becone increasingly
-- becone a public health issue.

Thi s problemwas highlighted in about May 1990,
the Agency started to receive the reports of tests, but in
May 1990, | think that that is the highlight of all of these
I Ssues.

This is the basis that nostly results fromthis
spina bifida patient that is exposed to the latex tip of
this bariumenema kit, and also, this is the problem also

exacer bated, when in 1991, in Decenber 1991, OSHA publi shed
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t his probl em pat hogen kit, which required that all the
heal t hcare workers had to use the nedical gloves and ot her
protective devices, and that al so exacerbates the | atex
allergic reactions. As | said, this problemhas becone a
public health problem

W are already -- probably all of you are aware of
that there are at |least three types of reactions to the
rubber latex. The first one is the so-called irritation
contact dermatitis. Mst of it as far as we know, is caused
by residual processing chem cal additives.

The second type reaction is what we call the Type
|V reaction, or Type IV allergy, also delayed type
hypersensitivity. Again, this is also caused by residual
processi ng chem cal additives.

And then the third type of reaction is Type |
allergic reaction, also, is imediate type hypersensitivity,
and this, as far as we know, is caused primarily by | atex
proteins contained in the | atex rubber.

When we tal k about problens, as far as the FDA is
concerned, the problemcones with at | east three di nensions.
The first dinmension is that sonme fraction of a popul ation
may be allergic to the | atex product, but may not be aware

of their allergies. That is just one of the situations.



16

Then the second situation, as | nentioned, there
are at |east tw types of imrunol ogical reactions that can
occur to a | atex product; so you have a chem cal
sensitivity, or you have a protein-induced Type | reaction.
And furthernore, as far as the FDA is aware, sone
manuf acturers may not be using state-of-the-art technol ogy
for manufacturing | atex nedical devices, which | eaves very
hi gh concentrations of undesirable latex origin on the
product. And so, because of all these situations, the FDA -
- since as nentioned in the early nineties, FDA started to
initiate several activities to try to address this issue.

The first one on ny list here, in March 1991, FDA
issued a nedical alert, tried to alert the nedical
prof essi on of these problens. And also, in Novenber 1992,
FDA al so sponsored an international |atex conference, tried
to find out what is our overall preval ence or incidence of
all of the latex sensitivity issues, problens.

Al'so in March 1994, FDA al so convened a scientific
wor kshop, and this workshop strictly tal ked about the
contact dermatitis issue caused by chem cal residues and as
a result of this workshop, we drafted this guidance docunent
and that is the nmain subject of these panel discussions.

Al'so, in May 1995, in order to encourage to
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i nprove a product, tried to reduce the protein content of
| at ex products. W realized by now -- we do not know rnuch
about the protein nature inducing this is Type | reaction,
but at least, as far as the FDA can do, is to encourage the
manuf acturer to produce a | ow protein nedical device,
particul arly, nedical gloves. So, we have produced a
gui dance docunent, tried to advise the manufacturer on how
to proceed to nake this a | ow protein product.

In June 1996, we al so published a proposed Federal
Regi ster rule to require -- and the purpose of this rule,
essentially is to require all the | atex-containing products
to be | abeled as to the latex contained in their |abel, and
al so, in July 1997, FDA also released this proposed gui dance
docunent, Testing for Skin Sensitization to Chemicals in
Latex Products. On the FDA Internet, we solicited conments
and again, this is our main subject for discussion today.

Here we are in Septenber 1997, we are discussing
t hi s gui dance docunent so we are grateful for all of you to
cone in to this panel neeting and provide the input to the
Agency.

As | mentioned, in June 1996 we published a
proposed rule. Essentially, the rule has two proposals; one

is that they require natural rubber |atex containing nedical
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devices be labeled with a statenment such as, this product
contains natural rubber latex, which may cause an allergic
reaction in sone individuals.

O this product has a conponent that contains
nat ural rubber | atex which may cause allergic reactions in
sone individuals. O, they can provide such a statenent as,
this product is made from natural rubber |atex which may
cause an allergic reaction in sone individuals. So, whoever
is sensitive to the latex, there will be a warning that they
are dealing with sone | atex product.

And then the second proposal is that the FDA is
going to prohibit the |abeling claimof hypoallergenic claim
on sone natural rubber |atex gloves or sone other |atex-
contai ni ng nedi cal device, and in return, the Agency is
planning to allow for |abeling claimregarding that
sensitizing potential of the residual manufactured chem cal
addi tives.

As nmentioned, for the research proposal, FDA is
going to propose to prohibit the use of that hypoallergenic
term Starting in 1989, when sone manufacturers cane to the
FDA and requested to | abel their product as hypoall ergenic,
and at the tinme FDA thought, well, in order to support a

hypoal | ergenic test, FDA recommended that a negative result
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froma Mdified human Draize test conducted on 200 human
volunteers. |f you can show that your product passes these
two tests, at |east 200 hunman subject test, then that
product can be | abel ed as hypoal |l ergenic.

After several years of this product on the market,
FDA di scovered sone problens. The first, and the FDA
recei ved many, many reports of sensitivity to this nedical
gl ove, particularly, |abeled as hypoallergenic. And we also
found out, a | nentioned, you have two types of reactions,
and so when you tal k about hypoal |l ergenic, you are talking
about chem cal |l y-i nduced hypersensitivity or your protein-
i nduced hypersensitivity, so that is the problem

Ri ght now, as probably we all are aware that the
Modi fied Draize test essentially is designed to detect the
contact dermatitis, the Type IV reaction, not designed for
detecting protein-induced Type | reactions. So, what
exactly does hypoallergenic really nean to the user. This
has becone a very m sl eadi ng and m sbrandi ng | abel i ng
claims. So, that is the reason that the Agency tried to
prohibit the use of that term

| mentioned before, in order to encourage the
manuf acturer to produce a | ow protein nedical device,

particul arly medi cal gloves, we have in 1995, My 1995, we
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al so i ssued a gui dance docunent dealing with the protein
content | abeling.

Essentially, this protein content |abeling that if
t he manufacturer, by using the ASTM standard test nethod
taken for neasuring the protein content of the water
i nsol ubl e proteins, then they can | abel their product such
as, this latex glove contains X-amount of a m crogram or
| ess of total water insoluble protein per gram of nedical
glove and this is the best at the tinme the Agency can do to
encourage the manufacturer to produce a nedical gl ove which
contains a very |ow anobunt of protein. But again, for that,
that reduction of a protein content transpires to reduction
in allergic reactions or not, we do not know. So therefore,
we al so ask the manufacturer to put their caution statenent,
the safe use of this glove by non-I|atex-sensitive
i ndi vi dual s has not been established. So, until we have a
nore scientific data, then we may change this requirenent.

Again, so in July of 1997, we also finalized a
proposed draft gui dance docunent dealing with the chem ca
sensitization. So this is where we are today, so that wl|
gi ve you an historical perspective of how the Agency cones
today, so we comend this panel neeting. Again, | want to

t hank you, everyone.
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DR. SI MMONS: Thank you. We will continue our FDA
presentations, and our next speaker will be Dr. Vesna
Tomazi c-Jezic. O fice of Science and Technol ogy. She is an
i mmunol ogi st and she has been with the FDA working on | atex
i ssues for about seven years. Thank you.

DR. TOVMAZI CG-JEZIC. This docunent that | wll be
presenting today has been in devel opnent for a nunber of
years; actually, ever since we had that workshop with the
sane title organi zed here at the Agency in 1994.

Based on recommendati ons of the panelists, which
i ncl uded sonme dernmat ol ogi sts and sonme all ergists and
representatives fromindustry, we prepared the first draft
and that first draft was then circul ated anong the panelists
t hensel ves and other clinicians that were in the sane area
of expertise. Also, anong the nunber of industry
representatives, and al so anong the coll eagues here at the
Agency. And was certainly revised several tinmes due to many
comments that we received.

This particular version that we have now i ncl udes
nmore or less all the suggestions that we have been receiving
to that period of tine. And in spite of the responses from
different people, we still would welcone any additional

coments and suggestions fromthe panel and fromthe
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audi ence.

| just want to reiterate what Dr. Lin said before
Adverse reactions to latex includes three different types,
and irritation is one which is noni mune, basically direct
injury to tissue exposed to |latex chemcals. The second one
is Type IV allergy which is i mune response, also to | atex
chem cals and the Type | which is imune response to | atex
proteins. Al three of themcertainly present a problem and
they are all addressed by the Agency in a different manner;
however, | just want to stress that today we talk again only
about Type 1V allergies, and the docunent here is only
addressing that particul ar issue.

Type 1V allergy is cell-nediated i mune response
and appears usually about 48 hours after the exposure and it
is therefore addressed as del ay-type hypersensitivity al so.
It is caused by residual manufacturing chem cals on the
finished | atex product, and synptons of the Type IV reaction
inthis case is actually limted to the skin reaction
defined as allergic contact dermatitis.

It is minly limted to the area of exposure,
al though it can spread sonewhat and occasionally appears on
a distant site, but not very frequently. As we all know,

this is not alife-threatening condition but it is still a
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very serious health inpacter on the individuals, and one
reason is that it occurs in a high nunber with frequent
users of latex products, actually especially those that are
exposed occupationally. And al so another problemis that
synptons of contact dermatitis, when they appear, they | ast
for several days, and therefore if you have a frequent use
of latex gloves, basically it turns into a chronic problem

As you just heard fromDr. Lin, and | am sure that
you all knew before, that hypoall ergenic | abel existed on
t he market because manufacturers were |long aware of this
particular problem They tried to devel op products with a
reduced | evel of chem cals, and | abel ed t hem hypoal | er geni c,
and again, the label was only referring to Type IV allergy,
and also the testing for the claimwas only for Type IV
allergy. So, now as we all know, that Type | is so
prom nent a problemin the public today, that that becane a
quite confusing and m sleading |abel, and | guess it is not
illogical to assune that many of the users may not be very
aware of what is the difference between Type | and Type |V,
and t herefore when they see hypoal |l ergenic, they assune this
is safe for their own use.

The purpose of this particular docunent is to

al l ow manufacturers to continue producing and marketing this
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i nproved product and actually even better, devel opi ng an new
better product, and therefore we devel oped this docunent
that will indicate our options for a new | abel that would
clearly define that it is related to chem cal sensitivity.

So basically, what this docunent is proposing is
two different clains and one that is intended for
i ndi viduals who are not sensitized and can use a product
that will not sensitize themor devel op i nduced Type IV
allergy, actually, that one would benefit al nost all the
users of |atex gloves.

The second clai mwould actually specify that a
product can be used even by those who are al ready
sensitized. So, the main point in today's discussion wll
be basically a description of these two clainms and then
di scussi on about the recommended testing for each of the
cl ai ns.

This is a full text of the claim#1 as it is
stated in the docunent, and it says that, it will not induce
sensitization in healthy, nonsensitized individuals, and
recomended testing for this particular clai mwould include
a Modified Draize Test 95, and | wll come back to that in
the details.

| also want to point to the cautionary notice on
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the end of the claimwhich says that, although it is safe
for nonsensitized individuals, it has not been tested for
safe use in those which already have allergy to the | atex
chem cal

This is the text of ClaimTwo that says, the
product can be used by individuals who are already
sensitized and would be stated as to which of the chem cals.
There are, as we know from basically clinical studies, there
are three major groups of chemcals that are used in the
manuf acturing of the latex gloves and they present mgjor
sensitizers. Those are thiuranms, nercaptobenzothiazol es, or
MBTs, and carbamates. So, it wll be one or the other or
the third or all three of themstated in the claimdepending
on the product.

Recommended testing for this particular claim
woul d include, in addition to the Modified Draize-95 test,
al so a patch test on individuals who are already sensitized,
who al ready have positively diagnosed allergic to one or
nore of those chem cal s.

Back to what is Mddified Draize test? The
original Draize test was devel oped nore than 50 years ago
with the purpose to evaluate the potential of chemcals to

i nduce Type |V or del ayed type hypersensitivity in animals,
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and it has been used since then for determning a variety of
chemcals. 1In 1996, actually, it was adopted to use in
humans for a simlar purpose, and since then it was
i ntensively used actually for evaluating cosnetic products
for potential sensitization of chemcals in those products.
Through this experience it appeared to be a pretty good
predictive test of the potential for sensitization.

The Mdified Draize-95 test is another adaptation,
specifically for testing of |atex chem cals. The changes
and nodifications are based again on the clinical experience
fromearlier studies as well as sone scientific facts that
appeared in the |ast nunber of years, and now | w |
describe in detail sone of the procedures involved in the
testing.

The basic testing procedure includes application
of nine patches of the test article, size one square inch,
and each patch is applied for 48 hours with full occl usion
on the back of the test subject. After 48 hours, the patch
is renoved and replaced with a new one of the sane article,
and so on, until nine patches are conpl et ed.

For the convenience of the test subjects as well
as the testing | abs, we adapted the schedul e of 48-48-72

hours, which actually means that individuals can cone on
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Monday, Wednesday, and Friday, and have the patches renoved
and replaced, and the one that is placed on Friday would
stay until Monday, and until all nine patches are pl aced.

Also, | would like to say that our previous Draize
test that was used for hypoallergenic claimearlier, was
based on ten patches rather than nine, and we reduced that
again for the conveni ence of test panel subjects as well as
testing | abs, so that all testing can be conpleted in three
weeks, peri od.

After that, test subjects are rested for two weeks
wi t hout any additional patching, and then they are called in
for a challenge patch, and they are actually receiving two
pat ches, one the sane size as the induction patches. One is
pl aced on the sane site where induction patches were pl aced,
and another one on the virgin side. And readings of the
reaction perfornmed two days after application, which is at
the tinme of renoval of the patch, and then four to six days
after the application.

Criteria for the selection of the test subjects
were al so based on clinical experience as well as recent
publ i shed data, and it is recormmended that the panel
consi sts of 300 nonsensitized, healthy human vol unteers,

ranging in age from 18 to 65, which actually includes the
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entire working age of the individuals, basically the age
when the occupational exposure really occurs.

In order to ensure predictability of the tests,
t he conposition of the tests panel should as nuch as
possi bl e reflect the user population, and therefore
consi deration should be taken for proper racial and gender
diversity of the subject panel

Excl usions as stated in our docunent include al
i ndi viduals with any visible skin disorders that may
interfere with the reading of the results of the test. Also
t hose individuals who al ready have a Type IV allergy should
be excluded; and al so, individuals that have a Type |
allergy to latex proteins, and this is only in order to
avoi d any undesirabl e adverse reaction during the testing,
however that does not nean that all atopic individuals
shoul d be excluded. Quite contrary, that should al so be
taken into consideration because sone literature data
indicates there is a correlation, the others do not, so |
think it is safe to include both of them Also, individuals
who are using corticosteroids, either systemcally or
topically at the potential site of testing should be
excl uded and of course, pregnant wonen shoul d be excl uded.

Testing should be performed on two environnmental |y
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different |ocations, in order to account for the possible
effect of tenperature and hum dity on the skin condition and
certainly consequently on the response to the test articles.
Scoring of the reactions can be perfornmed based on recent
ASTM Provi sional Standard 7797, and for passing it is
recommended that all 300 individual s present a negative
readi ng and the negative reading woul d be any reactions of
| ess than 1+, scored according to ASTM st andard.

Irritation of course would not be acceptable, and
therefore when a chall enge patch is applied, caution has to
be paid to distinguishing irritation versus sensitization.
These two reactions are frequently hard to distinguish in
terms of skin synptons, however a better nmarker to
di stingui sh these two reactions would be the tinme of
appearance and duration of the reaction. As | said,
irritation usually appears shortly after the exposure and
actually is elimnated nore or |less after elimnation of the
source of the problem while allergic contact dermatitis
woul d appear two days after exposure and then would |ast for
several days, so that could be kind of an easier way of
di stingui shing these two reactions.

Regardl ess of very cautious eval uation of test

subj ects and questioning them before including theminto the
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panel , we assune that there nmay be sone of the individuals
that are presensitized and would be identified during the
test procedure. Nanely if positive reaction occurs after
one or two patches, such individuals should be considered
presensitized, and in such cases they should be taken out of
the 300 panel study and no ot her patches should be appli ed,
and then two weeks | ater they should be chall enged |ike any
ot her later nenbers of the test panel to confirm
presensitization or distinguished fromirritation.

For C aim Nunber Two, in addition to this nodified
Draize test that | just described, it is recommended to
performtesting on 25 individuals with confirnmed allergy to
particul ar chem cal sensitizer that the manufacturer intends
to state in the claim

For both this group as well as for 300 sanples in
the Draize test, statistical evaluation and | ogistics for
sel ection of sanple size will be discussed by Dr. Kaczmarek
after me. The testing of these individuals will include the
singl e patch, again, one square inch in size, simlar to the
chal l enge patch in the other test. The patch wll be placed
for 48 hours with conplete occlusion, and the readings wll
be perforned at the tinme of renewal, which is tw days after

the application, and the second reading, four to six days
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after the application.

To qualify for the claim it is expected that al
25 allergic subjects would be presenting readings | ess than
1+. Anot her thing, when tal king about a positive di agnosis
of allergy in those individuals, we are referring to a
m ni mum of 1+, according to North American Contact
Dermatitis G oup Standard.

We are aware that individuals can be highly
sensitized and |l ess sensitized, and nost |likely those highly
sensitized would respond nuch stronger, or to a | ower dose
than the |l ess sensitized individuals, however the docunent
does not specify the level of sensitivity for those 25
individuals, and this is one thing where we woul d appreciate
i nput fromthe panel of what would be the optimumfor this.

This is just to summari ze what | just presented.
There will be -- this docunent proposes two options for
| abel i ng products with | ower chem cal sensitizer level. And
the first one would really benefit the majority of the users
of gloves, and ensure themthat even if they are using them
on a frequent basis, they will not becone sensitized.

On the other side, the second claim if
manuf acturers manage to produce such a high quality product,

they could |l abel and nodify that, and benefit those who are



32
al ready sensitized to particular chemcals. This popul ation
is still arelatively [imted one, so basically even a few
of those products would be of enornous value for those
i ndi vidual s, and as we just heard this norning, individual
pr of essi onal s who have to use gloves in their profession
have choices, either not to use themif possible, and use
sonme kind of substitute, or basically change their
occupation due to those persistent problens.

DR. SI MMONS: Thank you. W are going to nove
right on to -- and we will probably ask questions |later, but
we are going to nove right on to Dr. Ronald Kacznmarek, who
is a Medical Epidem ologist at the FDA, who will speak to us
about statistical issues.

DR. KACZMAREK: | am Ron Kaczmarek, a Medica
O ficer and Epidemologist with the Ofice of Surveillance
and Bionmetrics of CORH. | will discuss statistical
considerations in the draft gui dance docunent.

| would i ke to begin with a series of initial
observations; first, increasing the sanple size of the study
i ncreases the precision of a study; this is true even for
| arge sanple sizes. Secondly, increasing the sanple size of
a study increases the cost of the study; this applies both

as a general rule and in this particular instance.
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For exanple, if the sanple size of the
nonsensitized group is increased, there will be increased
costs for both study participant recruitnent, and testing.
The optinmal sanple size is a tradeoff of both precision and
cost .

This slide describes the study's objective. A
negati ve study should be inconpatible with the ability of
the device in question to sensitize a substantial proportion
of exposed individuals. Selecting an upper confidence limt
of 1% fulfills this objective, for if all negative results
are obtained, and the upper confidence limt is 1% there is
strong reason to believe that the sensitization potential of
the device studied is less than 1%

This slide describes the sanple size calculation
process that we performed for the nonsensitized group. W
began by enploying a very high | evel of confidence in the
results, a 99% confidence level. W selected 1% as the
upper Ilimt of this confidence interval. Sanple size
cal cul ati ons denonstrated that 450 study participants woul d
be required.

We continued our sanple size determnations with
t he observation that a 95% 1 evel of confidence is both

w dely accepted and wi dely enployed in nedical studies.



34

Enpl oyi ng the 95% 1| evel of confidence for the nonsensitized
group reduces the required sanple size to 300 study
participants. This is a substantial sanple size reduction
of one-third, or 150 individuals. WMst inportantly,
adequate confidence in the results is maintai ned; 300 study
participants is the sanple size we selected for the

nonsensi tized group.

This slide describes special considerations in the
sanpl e size determ nation for the group of known sensitized
i ndividuals. There are a nunber of potential difficulties
in performng the study. First, there may be difficulty in
| ocating sensitized individuals. Many individuals may be
sinply unaware of their specific chemcal sensitivity.
Second, there may be substantial difficulties in recruiting
sensitized individuals. Not surprisingly, known sensitized
i ndividuals may refuse to participate in the study.

Third, there may be potential health risks from
testing known sensitized individuals. This is an issue that
we particularly seek the panel's view of, whether the
potential health risks are clearly outwei ghed by the
benefits of testing known sensitized individuals.

Due to the potential difficulties just described,

the sanple size for the group of known sensitized
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i ndi vidual s should be determ ned on a clinical, as opposed
to statistical, basis.

FDA sought the input of clinicians to address the
sanpl e size issue for the known sensitized group. They
i ndicated that a sanple size of 25 would be appropriate. |If
all negative results were obtained, the upper limt of the
95% confidence interval would be |l ess than 11.3%

In conclusion, a sanple size of 300 is warranted
for the nonsensitized group. Second, the sanple size of the
test group of known sensitized individuals nust be
determ ned on a clinical basis. Thank you.

DR. SIMMONS: Thank you. | amgoing to ask the
panel nmenbers if they have any questions for the three
previ ous speakers? Any panel nenbers, any questions? |If
not -- okay. Dr. Bouwsna.

DR. BOUWSMA: Since | amnew to this, | have
several that | could ask

DR SI MMONS: Ckay.

DR. BOUWSVA: Wiy were pregnant wonen excl uded
fromthe -- | thought that this was a trend within FDA that
we were trying to take all conmers in clinical studies,

i ncl udi ng wonen that were pregnant, so ny question is, why

wer e they excluded?
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DR TOVAZI CG-JEZIC. Well, there was a suggestion
by sonme dermatol ogists that | discussed that issue wth,
that there are many conditions in which i nmune response is
conprom sed, not nmaybe severely conprom sed, but is changed
fromthe normal inmune response, and pregnhancy as well as
wonmen who are breast-feeding are indicated to be excl uded,
and there are other things that we got suggestions
subsequently to the final version of the docunent, and
basically we did not state that any other immno-suppressant
shoul d be taken into consideration and they wll be probably
be added later in the final version.

DR. BOUWSMVA: | guess -- you know, | certainly do
not want to nmake a rule one way or the other, but if there
are sensitization issues within wonen that are pregnant,
isn't that something that we should know?

DR, TOVAZI C-JEZIC. Possibly, but basically this
test is neant to be nore or |less a standard eval uation of a
certain dose, and if you have a variation in the i mmune
response of those individuals, then | guess we are divergent
fromthe standard, and if they are nore sensitive or |ess
sensitive, that will inplicate whatever standard results we
receive fromthe test panel. Ws | clear on that? | nean,

if they are nore sensitive, conpared to the results of the
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test and say, okay, this is nore risk for nme now than
usually or the other way around. But the standard results
shoul d be obtained with a uniform popul ati on of opti nal
I NMrune response.

DR. SI MMONS: The second question?

DR. BOUWSMVA:  The Type | versus Type 1V, the
nunbers and percentages of people that are likely to be
i nvol ved in these responses within the general popul ation.
Can soneone tell nme about that?

DR. KACZMAREK: Yes, | will certainly address the
Type | issue, that is an issue that we are actually actively
studying. As you are aware, healthcare workers are
recogni zed as a high risk group for latex allergy that is
Type |, and in fact, we published a study that found 5.5% of
them on a nati onw de study had evidence of |atex-specific
| GE anti bodies. Overall, the precise percentage or
proportion of healthcare workers known to be allergic to
|atex is not known. There is a range between 5.5% or as
hi gh as 20%

The general popul ati on has been estimated between
1% and 6% The 6% nunber conmes froma study by Dennis Orby
of bl ood donors in southeastern M chigan. W at FDA

currently have a study in the general population that is
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currently underway, where we are |looking at latex allergy on
the basis of in vitro testing, and we expect to have those
results ready by next year.

DR. BOUWSMVA:  Ckay, and then -- | nean, |
appreciate your -- it seened |like you were trying to help ne
out by reducing the nunbers of people that had to
participate in the clinical trials, and that is good,
because it does nean |l ess dollars expended for that, but if
t hese nunbers are correct, and there are a | ot of people who
are sensitive, why is that -- it seens |like not a reasonabl e
tradeoff to reduce the sanple size; why not just keep it at
t he nunbers that you had proposed originally?

DR. KACZMAREK: You nean, at 4507?

DR. BOUWSVA: Wl l, basically, the 450 nunber is
based on a 99% confidence interval, it is a very high | eve
of confidence. Wiat is standard in nedical studies is 95%
that is what is customarily enployed. It is wi dely accepted
and it is wdely utilized.

VWhen we ran the nunbers at 95% we saw the sanple
size was reduced substantially; one-third, or 150
i ndi vidual s; however, we are still maintaining adequate
confidence. | would not support going below the 95%

confidence level, but | feel very confortable stating that
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95% confidence is appropriate.

DR. BOUWSMA: Do these studies have to be done in
the United States?

DR. KACZMAREK: | will let Dr. Tomazic address
t hat one.

DR TOMAZICGJEZIC. Well, | think that is nore a
policy question and maybe Dr. Chiu Lin can answer this.

DR. LIN. As we stated in our guidance docunent,
this is considered as kind of an ID study, although we
consider as a nonsignificant risk device, however there is
an investigational device regulations on that. So, as |ong
as the test or the standard neets that kind of criterion,
that any study whether it is conducted in the United States
or in foreign countries, as long as the sanme criteria or
scientific input or scientific strength can be reproduced,
then all the data not necessarily has to be conducted in the
United States.

DR. BOUWSMA:  And all studies would be considered
-- | nean, this is not where you do five or six studies and
you get the right answer one tine and then that satisfies
anything? | nean, all studies are included within the data
subm ssion to the agency?

DR. LIN. W hardly see any people submt to us
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five or six studies, but as part of the scientific review,
if you have the nultiple data, of course we would like to
see the multiple data, whether it is positive or negative
and we make a determ nation fromthat.

DR. BOUWSVA:  Ckay, thank you.

DR. SIMVONS: Thank you. | think we are going to
adjourn the first portion of our open neeting and adjourn
for lTunch. W wll ask you to be back at 1:30.

[ Wher eupon, at 12:00 p.m, a recess was taken until 1:30

p.m that sanme day. ]
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AETERNOON SESSLON [1:35 p.m]

DR. SI MMONS: Good afternoon. W would like to
begi n.

W would like to begin our open commttee
di scussion at this tine. This last session should -- we are
schedul ed to continue until about 5:30. What we are going
to do this afternoon is we have several schedul ed speakers,
who will assist the panel in giving us information about
| atex chem cal sensitivity testing that should assist us in
di scussi ng the understandi ng, the key points in the
gui dance. | think we have six schedul ed speakers and what
we plan to do is to ask each speaker to speak no nore than
15 to 20 m nutes.

After that, when all the speakers have di scussed
their itenms, we will then have a panel discussion, wherein
the panel will ask questions.

So, what we are going to do from 1:30 until about

2:30, we will have our speakers and then from 2:30 to about

3: 00, we shoul d have di scussi on.
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| am going to ask the speakers to -- as they cone
up to speak, that they give us their nanmes, their
affiliation and also any financial interest they may have in
any nedi cal device conpany. The speakers are also invited
to stay after their presentations so that we may ask
gquestions during the question period.

So, at this tine we would like to begin. And |
think our first speaker -- and | amgoing to take themin
order -- will be Dr. Jay Slater, who is an associ ate
prof essor of pediatrics at GW University here in
Washington. He is also an allergist and i nmunol ogi st at
Children's Hospital here in Washington, D.C

DR. SLATER  Thank you very much.

Well, thank you. | really appreciate being
invited. | will keep ny remarks very brief because nmuch of
what | have said has been covered already. Actually, before
| even start into the short substance of ny talk, | would
just like to cover what | think are sone inportant
clarifying points at this point.

We have gone back and forth between Type IV and
Type | reactions and you have been told repeatedly that the
focus of today's discussion is on Type IV reactions and,

yet, there has been a lot of nention of Type | reactions,
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which is, in fact, ny area of expertise.

| want you to understand that there is a reason
for this, that this isn't sinply switching back and forth
anong different kinds of allergic reactions. There is sone
evi dence that suggests that Type IV sensitivity | eads people
to be at greater risk for the devel opnent of Type |
hypersensitivity.

In addition, we as physicians should all be
concerned about both of these as a unit in that we have to
understand that the integrity of universal precautions
really depends on a nunber of different things. First of
all, the skinreally is the nost inportant barrier to
infection and anything in the gloves that inpedes sonehow
the skin's ability to block the transit of bl ood-borne
di sease really leads to a downgradi ng of universa
precautions, rather than maintaining them

Third of all, products that are causing probl ens
for the health care worker are products that are not going
to be used. And in order to have good universal precautions
procedures, we really do need to have products that are
avai |l abl e, that work, but also will be used by the
consuners, who are in this case the health care workers.

| realize nowthat | forgot to give the preanble
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appropriately. M nane is Jay Slater. | amat Children's
Nati onal Medical Center. | amin receipt of research funds
from Saf eski n Cor porati on.

As you have heard many tinmes, there are severa
di fferent adverse reactions to latex. W are not going to
tal k about the erdant(?) type. The Type IV reactions
actual ly have been descri bed way back and the original
article was from 1933 in The New Engl and Jour nal of
Medicine. It is an extrenely common type of reaction both
anong health care workers and anong any workers who are
constantly exposed to the chemcals in these gloves. That,

of course, is the reason that this is such an inportant

concern.

Here is a picture of a patient with contact
dermatitis, the cracking, irritation. It tends to be a nore
chronic type of reaction. In contrast, the Type |

hypersensitivity reaction is an imedi ate reaction that can
lead to a full range of reactions frommld contact
urticaria to anaphyl axis.

The very first report of Type 1 reactions actually
was fromthe 1920s in the German literature. But it wasn't
until 1979 that sonme reports appeared in the European

literature and it wasn't until the late 1980s that two
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groups in North Anerica, our group at Children's and a group
in Toronto, began to report episodes that had occurred in
the United States.

The FDA Drug Bulletin Report of QOctober 1990, you
heard about that this norning already in one of the other
presentations and, again, the FDA Medical Alert in March
1991 were both pronpted by reports of severe, life-
threatening and in a couple of cases fatal reactions that
have been reported to these -- to latex in devices.

Now, again, the full range of |IgE nediated
reactions to latex is exactly as you would predict from
ot her types of IgE nediated reactions and that is the
mldest formis contact urticaria. Systemc urticariais a
frequent consequence of | atex exposure in susceptible
i ndi vi dual s, rhino-conjunctivitis, bronchospasmand in the
nost extreme form anaphyl axis.

This is a picture of a patient with urticaria on
t he hand, presumably contact urticaria to a gl ove product.
The anaphylaxis is fortunately the |east common of the
| at ex-i nduced reactions, but it is by no neans a rare
occurrence. These are data fromthe FDA, fromthe four year
period of Cctober 1988 to Septenber 1992. These are data

that are entirely generated by self-reported cases. In
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ot her words, as you are well aware, there is no regul ation
that requires anybody to report | atex-associated
anaphyl axis. These are episodes that were so severe that
the practitioners that observed themfelt the overwhel m ng
urge to pick up the phone, figure out howto report this to
the FDA and then go ahead and do so.

Nonet hel ess, you can see that during this four
year period over a thousand epi sodes were reported and the
lion's share of these were reported due to | atex exam
gl oves, barium enema catheters and surgical gloves. A very
smal | nunber here, an 11 -- | amsorry -- in the yellow bar,
these a research 11 deaths that were reported during this
period, all of these due to barium enenma cat heters.

Agai n, you have heard nmention this norning about
hi gh risk groups. These include children with spina bifida,
heal th care workers, rubber industry workers and there
appear to be sone other risk groups that are of |esser
significance. Dr. \Witehouse, you asked earlier about how
these data were generated. And the fact is they were
generated in a nunber of different ways.

The best studies of spina bifida groups were
actual ly done by the New Engl and Myel odyspl asi a Associ ati on

as a survey of various nyel odysplasia clinics around the
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country in which the surveys were backed up by skin tests or
by blood testing to confirmsensitization. Those data range
between O in one clinic and 28 percent in another clinic.

In general, nost of the data that you wll see
wi |l be IgE seropreval ence data; in other words, surveys of
sera in which |atex rasts(?) are perforned. And when it has
been | ooked at in a controlled manner, the actual clinical
sensitivity is about half of the seropreval ence sensitivity.

So, in those studies in which 15 or 20 percent of
peopl e have been shown to have I gE specific to |atex,
somewhere between 7 to 10 percent of those patients are
actually clinically sensitive. Interestingly, and very
inportantly, as many as 50 percent of patients who are | atex
allergic are also allergic to one of these and any of a
nunber of other fruits and sone vegetables as well. So,
this allergy not only has inplications in terns of your
ability to undergo nedical procedures, in ternms of your
ability to maintain your career as a health care provider,
but al so sonetines your ability to eat.

Now, the natural history of latex allergy and
health care workers, | think, is a key point that we need to
understand. The nost frightening piece of data for ne as an

allergist is that as many as half of people, who end up
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devel opi ng anaphylaxis go froma conpletely asynptomatic
state to anaphylaxis on their first exposure. That neans
that if you take all of the people who have anaphyl axed to
| atex and you question themrigorously about previous
epi sodes, half of themw || blank out conpletely and wl|
have no idea from any previous episode that they were
allergic to latex at all.

So, as an allergist, this is the nunber that
frightens nme the nost. As people concerned with contact
dermatitis, this is the line that should concern you the
nost and that is that a substantial portion of these
patients appear to go through a phase of having contact
dermatitis to |atex chem cals first.

We don't really know whether this reflects an
actual stage at which these people are at increased risk or
whether it is just the sanme people that tend to devel op
contact dermatitis as will go on to develop the Type | | atex
allergy. But certainly it is biologically very plausible
that if you break down the skin barrier, you will be nore
likely to absorb the protein antigens that lead to the nore
severe system c reactions.

Once you meke the diagnosis of latex allergy, it

is an untreatabl e di sease. Avoidance of latex allergens is
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the only nethod that has been shown to prevent [ atex-induced
anaphylaxis. | am speaking to you now as sonebody who
spends the vast mgjority of ny own research career trying to
devel op other nodes of treatnent. W know t hat
prenedi cati on doesn't work. There is no way you can prevent
a | atex-induced reaction by prenedicating sonebody with
anti hi stam nes or steroids.

There is an i mmunot herapy protocol currently going
on in Europe. It is generally considered to be a very high
risk antigen to which to submt patients to allergen
i mmunot her apy, although this is the protocol that is
currently going on and we are all eagerly awaiting the
results of those studies.

Epi t ope- based studi es, DNA vacci ne studies, these
are underway in animals at this point and | speak to you as
sonebody who spends a lot of tinme working on these specific
i ssues, that none of themat this point has been shown to be
of any val ue whatever. So, when you think about nodes of
treatnment of latex allergy, in your list of four, the first
three are avoidance and the last one is a very vague ot her.

Agai n, once you nmake the diagnosis of this
di sease, as far as we can tell, it is a life-long disease.

We are not aware of anybody who has spontaneously remtted
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fromhaving latex allergy. | didn't nean this to be an
inflammatory talk in any way and | just want to close with
the same points that | started with and that is that the
reason to tal k about Type | reactions in the sane breath as
Type Il reactions are basically three.

One is there is sonme suggestion that they are
bi ol ogi cally connected; in other words that one | eads you to
be at greater risk for the other.

The second is that both of them break down the
i kelihood that the skin is going to be a good barrier to
the transit of bl ood-borne pathogens and the third is that
both conditions |lead to a decrease in the |ikelihood that
health care workers are actually going to use these barriers
effectively.

Therefore, | think, applying good, high,
under st andabl e and bi ol ogi cally sensi ble standards is
extrenmely inportant.

Thank you.

DR. SIMMONS: Thank you.

W will go on to our next speaker. Let ne
apol ogi ze, too. | think at the beginning | said that we
shoul d be stoppi ng our speakers about 2:30. | think that

woul d be about 3:30. But, hopefully, we will be finished
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much earlier than that.

Qur next speaker will be Dr. Tinmothy Sullivan, who
is a well-known allergist in the area particularly of |atex,
from Enory University.

DR, SULLIVAN: | amTimSullivan. | ama
physician in the discipline of allergy and i mmunol ogy and a
prof essor of nedicine at Enory University School of Medicine
in Atl anta.

The rubber tree itself, have a braziliensis is
tapped and the sap is processed into rubber products. And
as you know very well, chemcals are added for various
purposes and still take polynerization to facilitate
preservation, but it is a tree sap. By weight, gloves have
very small anmounts of these | ow nol ecul ar wei ght but highly
reactive chemcals that are of concern about context and
activity. They are between 1 and 2 percent by wei ght
protein in the finished glove, which is pretty amazing.

Between a half and 1 mlligramof protein cones
out for gramof glove. Wat is a gramof glove? It is
sonething on the order of a three inch by three inch square.
So, very substantial anpunts of protein conme out of the
standard | atex gl ove.

In hospitals, because people are taking gl oves off
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particularly, but putting themon and using them
substantial anmounts of the protein antigens are found
circulating in the air. How nmuch of the | ow nol ecul ar
wei ght chem cal s acconpany themisn't known.

By inhal ation al one, much | ess percutaneous
exposure, people working in hospitals have very substanti al
i nhal ation of proteins fromthe rubber to the extent that
you are approachi ng an annual pollen exposure just by
working in a hospital for a day or two.

So, if you express del ayed hypersensitivity,
poi son ivy-like reactions to chemcals in rubber, then you
get a sight of contact problem |If, instead, you express
| gE anti bodies, as Dr. Slater has set the stage, then these
anti bodies attach to tissue cells, called mass cells, that
contain and rel ease hi stam ne and many ot her nedi ators, upon
exposure to the gloves, then you get the foll ow ng.

These cells rapidly rel ease i nfl ammatory nol ecul es
that can cause itching, swelling and inflammation of the
skin and then clinical manifestations of this are itching,
hives, swelling. |If it hits the eyes and the nose, we have
inflammation in those tissues, occupational asthma, as Dr.

Sl ater point out, anaphyl axis.

The point that people who are exposed to natural
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| atex gl oves, particularly in an occupational setting, may
have itching and swelling on the basis of del ayed
hypersensitivity, on the basis of |IgE antibodies, on the
basis of both. And, indeed, it is this context of a person
wor ki ng in an occupational setting wi thin inmunol ogic
consequences that we are tal king about. That is why we are
setting a broader context.

But it is the IgE sensitivity, which can kill you
It is the contact sensitivity issue that we are addressing
this afternoon, but there is a nuch broader context and |
think it is very inportant to deal with that.

How does one establish the diagnosis if the
contact sensitivity is nmade with perhaps testing primarily
| gE sensitivity? People who have inflanmed hands when they
wear natural rubber |atex gloves are at risk but by no neans
certain to have IgE anti bodi es or del ayed hypersensitivity.

Those who have occupational rhinitis, asthm,
contact urticaria are nore |likely to have |IgE anti bodi es.
Again, this is far fromcertain.

The history of allergic reactions to other |atex
exposures can be hel pful. Dental procedures, delivery of
babi es, surgical procedures and direct contact with rubber

products, other than rubber gloves, can give you sone clue
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as to the presence of sensitivity.

For 1gE anti bodi es, one can either take bl ood and
| ook for these antibodies in the serumor alternatively we
can present |atex proteins into the skin, see wth the naked
eye within 15 minutes an inflaned allergic reaction in the
skin, which clearly goes on when people work occupationally
or the sane antigens land in the eye and the lungs and so
on.

Well, now, the question has been raised as to how
many people have this sensitivity and how bad is it and it
is very inportant to realize that the detected anti bodies
found in general popul ations have very different
inplications fromthose found in occupationally-exposed
people. This was a study we did two years ago, facilitation
of operating room nurses when their neeting was in Atl anta.

There were greater than sone 7,000 people who
attended the neeting in Atlanta and we offered information
and testing for latex sensitivity. Those who had clear cut,
by our estimation, allergy, had bl ood drawn for confirmation
and otherwi se weren't tested, were given information, but
t hose who were either curious or had anbi guous histories
wer e tested.

| had col | eagues cone from M | waukee to hel p out
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along with our fellows. This is inportant. W took natural
rubber | atex gl oves, soaked themfor 15 mnutes, 1 graminto
10 mlliliters of saline; 15 mnutes |ater took the rubber
out. | can't imagine that is too different froma sweaty
hand up against the glove for a short period of tine.

We had 28 people out of quite a | arge nunber we
tested who had an immedi ately weal and flare positive skin
test. Ten of themhad allergic reactions to the skin test
so badly, we had to give them epinephrine and | think Dr.
Fink(?) and Kelly and | needed tranquili zers.

The point is that we tested with nmuch too high a
concentration of antigen. W provoked anaphylaxis in ten
peopl e out of 28 who had anti bodies. But the point is a
ni ck on your hand, washing your hands and putting on gl oves
is not very different fromthe test we perfornmed. So, ny
point is pretty obvious. This is one exanple, that |gE
anti bodies in an occupationally exposed person repeatedly
exposed carries with it a significant risk of anaphyl axis.
| mportant anounts of protein are absorbed.

Now, we have roughly 3,000 personnel working at
Emory University Hospital and we have screened themin part
by an annual interview in which questions are asked that

woul d raise the possibility of latex allergy. Then they
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have been studied by the contact sensitivity or for IgE
ant i bodi es.

The main point here is contact urticaria, which is
depicted here, of those people who reported having itching
and swelling of the hands right after putting on a gl ove,
only 20 percent had detectible IgE anti bodies. As you go up
here, if you had hand dermatitis and had allergic rhinitis
and asthma as well, there is about an 80 percent chance t hat
| gE woul d be found.

| f you had contact urticaria, rhinitis, asthng,
then you were 98 percent likely to have IgE antibodies. But
the main point here is a lot of people with rhinitis, asthm
and contact urticaria in the occupational setting do not
have I gE anti bodies and, in fact, many do not have -- in the
case of those skin problens, do not have del ayed
hypersensitivity. | will get back to this issue in a
m nut e.

So, it is common that there are quite a few things
at play in here. Now, an estimate of somewhere on the order
of 1 to 6 percent of the general population was offered as
the possibility of what in the general population are people
mar chi ng around the sensitivity to latex. W really don't

have good data on the preval ence of del ayed
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hypersensitivity, to |l ow nol ecul ar weight chemcals in
nat ural rubber |atex products, which are the subject this
af t ernoon, but even anong people prone to contact
sensitivity, the estimates are -- they are sonewhere on the
order of anywhere from 2 to perhaps as many as 10 percent of
people with that proclivity reacted to those nol ecul ar
wei ght chem cal s.

| gE anti bodi es on the other hand are found in
somewhere on the order of 1 to 10 percent or so of the
general population. But we don't know what that predicts in
terms of disease. | nmke a point about occupationally-
exposed nurses, if 10 percent of them had |IgE anti bodi es,
then their risk would be really quite remarkable. But in
t he general popul ation, we don't know.

We just finished a study at Enory where we tested
500 people with allergic rhinitis and asthma, but no
occupati onal exposure and 2 percent had I gE anti bodi es as
assessed by skin testing, but only had nearly died of |atex
anaphyl axi s.

| m ght comment that she had been told by her
physi ci ans that the two epi sodes of anaphyl axis she had on
two occasions, while she delivered two different babies,

were attributable to on the one case antibiotic, another to
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an opiate. It turns out that wasn't quite right.

Anmong people with allergic rhinitis and asthm
various studies have estimated that 2 to 6 percent are
carrying IgE antibodies to |atex. Wat that translates to
in disease isn't know. Two surveys of dental personnel, one
came up with an estimate of 6 percent, had clinical |atex
allergy. Another survey had 8 percent.

The various studi es that have | ooked at preval ence
of skin test reactions, inmmediate skin reactions, the
hospi tal personnel put the estimates, as you heard, from5
1/2 percent to over 17 percent. Sone studies, asthm
because of latex proteins is estimated to be about 2
percent, one study 6 percent and so on.

In spina bifida patients, you have heard that sone
of these data pertain to the presence of IgE. Qher data
pertain to clinical disease, but these children, these
peopl e have very high | evel of both antibodi es and di sease.

Now, why dwell| upon IgE again? Well, the point is
this is the context on which you are trying to nake
deci si ons about what to put on a box that says
"hypoal | ergeni c" and whil e one antigen causes cont act
sensitivity and another kills you with anaphylaxis, | can

tell you already there is a trenmendous anount of confusion
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anong patients and even nedi cal personnel about a box that
says "hypoal |l ergenic" and they put the gloves on and don't
do so well.

Let's do sonme nunbers here. From Jonah's book
whi ch estimates the work force and other resource, 1992 data
presented a year ago, depends on how you define health care
worker, but it is on 11 mllion people. It is estimated 10
percent of the Anerican work force of health care workers.
Frequent glove use is estimated to occur in at |east six
mllion people, in hospitals, nearly five mllion physician
and dental offices, another two mllion people with frequent
rubber glove use during the day. This is a very substanti al
nunber of people, of course.

Now, if we just pick a nunber, say, 1 percent of
peopl e in the general popul ation have |IgE anti bodies, we are
tal king about 2 1/2 mlIlion people. Anbng those people who
use those frequently in an occupational setting, everywhere
frompolice officers to firenmen, anbul ance drivers, all the
way up to surgeons, then that is over 500, 000 people.

The nunber for people working in hospitals is 8
percent. That is nearly 400,000 peopl e, occupational asthma
occurring in nearly a hundred thousand people. So, we have

got lots of people at risk already fromIgE anti bodi es and
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sonme of those fol ks al so have great hypersensitivity as
wel | .

Among the health care workers, what are we up
against? |If a doctor, a nurse, a dentist, a dental
technician or others with occupational exposure to natural
rubber | atex then becones a patient, which is inevitable,
they have the risks of contact sensitivity fromtape to
anaphyl axis when they try to deliver their babies or have
surgery or have dental procedures.

In addition, Dr. Slater nmade the point it is not
SO great to have hand dermatitis. You have a poor barrier
function, which neans you are nore likely to have bacteri al
i nfections, which neans you are nore likely to transmt them
to your patients, but also any patient material that gets
onto your hands is much nore likely to penetrate, in any
case not so good.

In addition to that, IgE anti bodies can nedi ate
occupational asthma, rhinitis, conjunctivitis. Do you
really want your neurosurgeon sneezing? And then there
unquestionably are systemc allergic reactions primarily
medi ated by I gE anti bodies by current lights. So, this is a
serious business.

Career-ending sensitivity, you have heard one
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exanple attributed to contact sensitivity and I gE
sensitivity can do the sane thing in sonme people under
current conditions. Well, it is perfectly obvious from an
all ergy point of view just -- and your grandnother, too,
woul d say, | ook, we have a problemhere. Let's do sonething
about it and primary prevention deals with preventing the
generation of either contact sensitivity or |gE antibodies
and this is what your guidelines are set up to deal with
but I think by narrow ng the focus down strictly to del ayed
hypersensitivity wll need sone thought.

In any case, evidence that you don't --
sensitization is what you are seeking and | think that is
very desirable. Once people are sensitized, though, you
don't want people having reactions, whether they are
| ynphocyte nediated in the skin or IgE nediated all over the
body. These people are comon -- and by anybody's estinmate,
anywhere from5 1/2 nore likely to 10 percent of the people
wor ki ng in hospitals, doctors' offices, dental offices are
sensitized and many of them are having di sease when they go
to work. W have to figure out howto stop that.

The status quo can't continue. And then you have
to find people who are actively sick because of their |atex

sensitivity, deal with their hands, deal with the rest of
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their bodies. And you notice we are really not doing that.
That is not the task of this commttee, but on the other
hand, it is the context in which you are trying to make
deci si ons about, anong other things, what kind of a |abel to
put on boxes as "hypoal |l ergenic."”

| f you | ook at physicians, there are over 600, 000.
Each year we turn out another 15,000 nedical students.
Estimates from Canada say that when they enter the nedica
students aren't allergic to |atex. Wen they graduate, 8
percent have IgE antibodies to latex. A simlar study in
Germany said that when the dental students graduate, 13
percent have IgE to latex and their nedical students in the
sane center, 14 percent.

W are constantly putting people into an
environment, which is continuing to sensitize and elicit
di sease. Nurses are nuch nore nunerous. W are turning out
sonme 82,000 nurses each year. | didn't put in the dental
personnel, but the point is every year we are sendi ng new
people into the sane setting.

Cccupational asthma related to | atex has cone of
age and in the recent review of occupational asthma, |atex
was anong the nore commopn causes of occupational asthna.

The criteria are the presence of antibodies, in this case,
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airway reactivity and changes in airway function when
exposed.

Many will go on to have inpairment or disability.
Look at this. |If sonmebody has asthma related to allergy to
|atex, this is the standard of care. Either you change
their work environnment or they nust stop working in that
work environnment. That is the standard of care. This is
serious business if you happen to be marching around | gE
anti bodies to |l atex and you have an asthna because of it.

How often does this occur? Well, here is one
study published two years ago. Sonehow t hey persuaded 94
percent of the personnel working in this hospital to be
tested. Five percent had IgE antibodies to latex. O the
13, they persuaded 12 to undergo testing and 12 of 12 had
abnormal reactivity to histam ne consistent with asthma

Seven of the 12 when they inhaled dust from gl oves
had 20 percent fall in the ability to nove air in the first
second or greater, indicating that they certainly did have
asthma related to these particles.

Overall, then, the estimate was 2.4 percent of the
peopl e working in that hospital had occupational asthma
because of latex. There are a couple of other studies. One

study put the estimate at 6 percent. The main point is this
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is a very |arge nunber of people under current worKking
condi ti ons.

Now, to Joan McCol by's(?) data in 1987, which she
collected in roughly 1985, she | ooked at 512 enpl oyees in
her medi cal center on people who used gl oves frequently.

She found 2.8 percent had positive skin tests, indicating

| gE anti bodi es were present. They had di sease when they
wore gloves. She noted, of course, that she could predict
who t hese people were because they had had hand dernmatitis
before or they tended to have allergic rhinitis or asthma in
the past, also frequent gl ove use.

Just a non-sel ected occupational |l y-exposed group,
.8 percent had positive tests for IgE antibodies. 1In the
operating roons, nore people had anti bodi es than those
outside the OR but the point was she detected anti bodi es,
but the only di sease that she noted in these patients were
skin problens. They didn't seemto have been havi ng ot her
reactions to | atex.

Now, this is a bit epheneral, but the notionis if
you say that in 1985, when that study was done, you would
estimate that sone 2 percent of the work force had I gE
anti bodi es, as assessed by tests we continue to use. There

were roughly 1 billion gloves used in the United States that
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year and the -- arbitrarily, we have assigned a unit of 1 to
the severity, indicating that this was -- as best it was
understood at that time anong occupational |l y-exposed peopl e,
a skin problemand nore of a curiosity than anything el se.

Ten years later, then roughly 10 percent of the
work force had detectible IgE anti bodies, five tinmes as
many. We now, as Dr. Slater pointed out, have peopl e having
anaphyl axi s under various |atex exposure conditions and
1995, something on the order of eight billion gloves were
used.

| understand that |ast year it was sonmewhere on
the order of ten billion, but | amsure representatives can
tell us, but there has been a massive increase in use. The
nunber of people using them have increased. The nunber of
gl oves used per person have increased and at the same tine,
i ncreasingly severe allergic disease has been detected,
attributable to these antigens and quite a sizeabl e nunber
of the work force has these anti bodies.

DR SIMVONS: Dr. Sullivan, could we have a
summary, please?

DR. SULLIVAN: Yes, we are getting right there.

This is as good a place to sunmarize it. [In 1995,

the College of Allergy put out a position statenent
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summari zi ng the published data. That was two years ago and
there is just tons nore since. They pointed out this is
obviously a major problem The word "epidemc" is
appropriate. Certainly, the frequency anong health care
workers is greatly increased conpared to other people.

The severity is intense, sonetines fatal. So, it
is inmportant. There are ways of dealing with this that
could avoid the cost of disability and risks and so on. The
status quo won't get it. N OSH has just put out what is
called a latex allergy alert in which they sumari zed the
publ i shed data, included these data as well as the last two
years and canme to the conclusion that powdered | atex gl oves
really should no | onger be used.

Addressing the IgE issue, at |east that inproves
air quality, but ny point really is that the context in
whi ch you are trying to nake a decision is one in which
there is an epidem c anong health care workers. There is an
endem ¢ anong other people. This is very inportant and what
ki nd of imune response is only sonething of a detail.

So, | would just argue that while nuch is going to
change the gl oves that are being used, for exanple, they may
not use the powdered gl oves nuch | onger. These are reasons

why. This is the context that | think I would urge you to
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be very careful about what words you put on packages, which
m ght lead or mslead people in terns of safety.

DR. SIMMONS: Dr. Sullivan, before you | eave, | am
not sure that we got a statenment fromyou at the begi nning
of your discussion about your financial interests.

DR. SULLIVAN. | have done no research sponsored
by gl ove conpani es, have no financial interest in any
manuf acturer of any device known to nman.

DR. SI MMONS: Thank you. Thank you for your
di scussi on.

W will go on now to our next speaker and | want
to make sure | amsaying this right. Dr. Wava Truscott.

And Dr. Truscott is the vice president of scientific affairs
of Safeskin Corporation. She has a Ph.D. in pathology. W
have already read her conflict statenent of interest,
financi al statenent.

DR. TRUSCOTT: Thank you very much for all the
speakers. It has been a great opportunity to listen to al
the different views, especially in the Type |, a very, very
serious type of allergic reaction.

As we neet today, we are tal king about the Type IV
reaction, which is extrenely inportant to the panel, | know,

as we discuss what type of labeling is required, what type
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of testing is required in order to verify that a gl ove,
whi ch contains chemcals will not cause allergic dermatitis
or for those people who are already allergic, will not cause
themto elicit a reaction. Those are the two things that we
are going to be looking at right nowas | go into ny talKk.

Also, as we go on, | would like to explain, too,
that | atex has been a phenonenal advantage, a phenonenal
boom to nedical devices in general, as far as an excellent
barrier and I don't believe that we should throw away the
baby with the bath water until we truly understand what we
are doi ng.

There have been a | ot of studies of people going
over to vinyl, for instance, and there have been a | ot of
barrier problemissues. This is very near and dear to ny
heart, as ny brother is going to have to undergo his second
liver transplant due to hepatitis fromthe health care
setting. So, it is very inportant that we keep everything
i n our thought processes as we go on and keep | evel s of
chem cals and |l evels of proteins and | evels of any type of
contam nant |ow on this nedical device we call a nedica
gl ove, so that we don't sensitize the popul ation so that
barrier then becones a very inportant issue.

As we go into discussion, notice | did discuss a
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little -- to say a little bit about synthetic gl oves.
A oves whether they are synthetic or they are latex contain
chemcals. To nmake a |atex glove, for instance, takes about
three days if you don't put accelerators init and it is the
accel erators thensel ves that can cause allergic reactions.
So, there is a lot of manufacturing then. A manufacturer
must slow the |ine down, nust construct the fornulation so
it has | ower anobunts of these accelerators, choose the ones
that woul d be the | east possible causing of an allergic
condition and al so woul d undergo speci al processing
afterwards, such as washing with special neutralizing
systens afterwards to get rid of the chemcals in order to
earn the right to bear a | ow chem cal type of claim

That docunment was presented by Dr. Tomazic this
nor ni ng.

So, as we discuss this, | would recommend that in
t he docunent itself it does state |atex gloves, natural over
| atex chemcals. This really should be a docunent that is
expanded to all gloves, all covering of the hands because
the chemcals in nitrile(?), for instance, are exactly the
same chem cals in a rubber glove, except you switch the
natural product of polycysisoprene(?) units fromthe tree.

This stage, you use a nice elastic polynmer or | should say
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chem cal called acrilanitril (?) butydyane(?). O herw se,
all the other 50 or so chemicals are the sane that you would
have in a | atex gl ove.

Vinyl has different things, such as thialates(?)
that can cause issues. |In fact, it is about 50 percent of
thialate as a plasticizer. As we go on then, | would |ike
to recommend, nunber one, that the document be included --
we include the discussion of synthetics, as well as just
| at ex.

| amafraid | amin black and white. So, it is
not quite as exciting here.

For instance, in Japan, where 50 percent of the
gl oves used by house care workers are vinyl. The other 50
percent is latex. |If you go to a dernmatol ogist or there are
a couple of publications fromJapan -- and this has been in
use for many years -- that 50 percent of those problenms with
gloves that -- allergic contact dermatitis caused by the
chem cal s are caused by vinyl and 50 percent by | atex,
anot her issue that we nmust include both synthetic and | atex.

The 1994 FDA contact sensitivity task force, Dr.
Bob Rietschel at the tinme explained that he had had not that
hi gh percentage, but he had had al so allergic contact

dermatitis caused by synthetic gl oves.
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Just exanples of the types of chemcals we are
tal king about. We want to prevent conditions, such as
presented by Dr. Shapiro this norning. Anyone who would
i ke copies of any of these overheads, nore than wel cone to.

Now as we go on, | would like to talk about the
patches thenselves. As specified in the docunent that the
pat ches have been one by one and, indeed, they have been a
conbi nation of one inch squared, but also a two centineter
squared, the problembeing that the special -- and Dr.

Mai bach wi Il address this nmuch better than |, but the type
of patch test that is used is actually the Wbril -- is it
Webril is howit is pronounced, Dr. Maibach?

DR. MAI BACH. Perfect.

DR. TRUSCOTT: Al right.

The patch uses a two by two, where it will not be
able to occlude and seal in a one by one. There have been
many studies witten that actually determ ne that, yes,
there is a 40 percent reduction in the dose delivered, but
inthis type of a study, a patch test study, it is the
concentration rather than that surface dose that is going to
make a difference.

| have copies of those but since Dr. Mibach has

done sonme of that research, | amsure he will present it
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much nore in the nore reviewed literature.

Much nore inportant than that is the nunber of
exposures. And | appreciate, comng from-- as a
manuf acturer and paying the cost of this study, which wll
i ncrease from about $40,000 if you do both of them wll be
well in excess of approximtely 160, 180,000 doll ars, that
the reduction to nine is going to be a big help, but,
indeed, it is nore inportant to the nunber of times repeated
exposure rather than the surface area covered if the
concentration is the sane.

So, if it were to be changed so it had to be even
nore sensitive, | would recommend nore exposures, if
necessary, although nine is plenty as far as conveni ence and
expense of the study.

The switch from 200 person to 300 percent,
historically this has not shown a huge difference in the
nunber of reactions that have been viewed. It has shown --
let's see, | think -- Frank, help me out -- Dr. Jordan
studi ed how many individual s? You are going to make ne | ook
it up --

PARTI CI PANT: [ Comment of f m crophone. ]

DR. TRUSCOTT: Al right. There were only two

positives out of thousands and thousands of individuals. |
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think you are right, 2,400 individuals -- 2,411, thank you.

However because of the increase in the statistical
rel evance, | know that our conpany would certainly support
that. After all, this is the creamof the crop, the better
glove. So, | believe, although we haven't seen it different
historically, it wll increase the statistical significance.
So, we will certainly abide by it.

Once past the threshold level, the contact may be
of less significance. That is when we are tal king about the
one inch -- two centineters square.

Also, in the 25 sensitized individuals, at first
this seened |like a trenmendous nunber for ne and | was just
shocked. | didn't think that we could possibly find that
nunber of people for nunber one. Nunmber two, | wasn't
certain it was necessary once a person was sensitized to
really have 25 people to be tested.

So, | asked the statistician because | am ashaned
to say | amnot a statistician and they explained to ne the
difference in the upper and lower |limts. |If everyone had
to be negative, which they do in this particular already
sensitized individual test, the 25 peopl e reconmmended, that
if you only used 12, which is the nunber | was | ooking at,

you may have out in the general population 22.1 percent of
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t hose individuals could show a positive. And it would still
have fit in the test. It would not have been a fal se test.

If you go to 25 individuals and all of themturn
out negative, then you can have the assurance that there
woul d probably only be 11.3 percent that mght still be
positive in that specialized sensitized population. So, it
probably is worth it for, again, for this creamof the crop
to reach that degree of sensitivity.

However, | have a question on that. Wat happens
when you do not add the research necaptobenzot hi azol e(?) or

the thiazoles to your product. Do you then need to test on

i ndi vi dual s who have necaptobenzot hiazole? | would say "no
because as far as | know there are no breakdown products or
issues. It is in your 510(k) that you do not use it; thus,
you cannot use it or you are in breach of 510(k). So, |
woul d recommend that if you are not going to put it in
there, that the manufacturer then would so state in his
510(k) .

The only question would be in the instances where
you do not add thiuram but there is a breakdown in your
carbamate, which could potentially occur in sone

ci rcunstances, which it has to be assessed by either

chem cal analysis or -- and | would prefer not -- testing on
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25 individual s.

As | have tal ked to sone dermatol ogi sts, although
it is possible to have the two groups, the thiurans and the
carbamates, it may be very difficult to have the panel on
t he mecapt obenzot hi azol es, at least in sone |ocations. And
along those lines also -- oh, | would request that if we are
to increase to 300 individuals fromthe 200, that that
shoul d probably al so be considered for cosnetics and every
other type of test that uses the Draize Study that is under
t he auspices of the FDA, rather than exclusively to gl oves.

Al so, geography, it is now required that we take
our test and split it, 150 people in one |locale and 150 in
another. | realize that that does increase the diversity of
your test population. | know that there have been sone
studies that | have read, where switching, as Dr. Mibach
has, switching froma caucasian group to a nore diverse
popul ati on has not shown any difference in the predictive
capability of the test.

However, logically, | have to admt since guinea
pi gs do show a difference between species, that you
certainly could have -- or strains rather, you could have a
possi bl e difference. Does that nean then that the other

hundred that we would have to do for those people who have
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al ready done 200 on their Draize Study would have to split
that test into two locations? And is there evidence that
states that we really do need to have two different ones?

On the interpretation of sensitivity scoring, it
says that out of those 300 people, not one individual can
have a score of plus one or greater. | really do disagree
with that. It is too easy, if you are wearing a patch for
72 hours occluded and you have taken a shower and you have
done this and you have done that and your kids hit you in
the armand this has happened and that has happened and it
is occluded, to have an irritation caused not by the glove
but just by circunstances. You don't wear a glove for 72
hours. It is not true to life.

In this study, renenber, we have already done the
animal testing to show that we are not going to cause
irritation. This test is supposed to |ook for sensitivity
and in nmy feeling then, irritation should not be counted and
pl us one can show an irritation.

Also, it is required that -- and I wasn't quite
sure of this, but it is required that if you do find a
presensitized individual in your first -- in your induction
phase, that nust be reported in the 510(k). | understand

that for gathering information. | would just request that
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it not be used -- held against us as far as the product
itself, since these people are already sensitized and the
test is for people who are not sensitized.

Now, on the |abeling, | am going to suggest
sonething that mght be just a little bit different. There
are three types of chemcals, as we already di scussed; the
mecapt obenzot hi azol es or the thiazoles, the thiuranms and the
carbamates. Those three accelerators are the biggest
problenms. | would request that those individuals who --
conpani es who choose not to take the cream of the crop, not
to go the extra mle and devel op gl oves that have the | ow
chem cal, so specify which chem cal they have in their
glove. It would be sonething |ike specify the presence of
any of the follow ng chem cals, thiurans, thiazoles or
carbamates, so that as an individual does have a problem
they will know where to go.

Now, renenber, since this 300 people is going to
be | ooking for many things, it won't be just the Type IV --
| nmean, the three accelerators. It wll be |ooking for
ot her catastrophic or changing chem cals that m ght have
occurred. So, that is going to be nore of a benefit than
just these three. But, at |least all gloves then you would

have a safer feeling of knowi ng which chem cals are or are
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not a problem

For those who go the next step and do the testing
on 300 individuals, I would suggest that they still have the
chem cals fromthe specific |list because there are going to
be sensitized individuals that are grabbing a box of gloves,
but they al so go ahead and do the nodified Draize, two to
t hree hundred peopl e, dependi ng upon which is determ ned,
and that they can go ahead and have their |abel.

| don't have the cautionary statenent that has not
been tested on sensitized individuals only because |
neglected to type it on there. It should be on there.

Then, of course, for the last group, since they
have been tested on sensitized individuals, the |abels would
not -- you would not have a chem cal ingredient |ist
required. You would have the 200 or 300 person Draize | abe
claim However, you would not have the warning statenent,
has not been tested on sensitized individuals, because it
has. And you would follow with the Iabel that it has been
tested on sensitized individuals.

Notice, | have both of them It wasn't really
clear in the docunent whether you could have both. |
believe it is inportant because a person needs to have sone

sort of a realization that they are not going to be
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sensitized as well as people who are already sensitized that
they can wear this glove. Just for user friendliness, |
would i ke to have a two or three word introduction to the
sentence, sonething |like reduced sensitization potential and
reduced reaction potential .

Significance -- this last overhead -- | know | am
on time here or getting over time here -- for the
significance | evel of chem cal residuals, we discussed in
1994, that the ideal is a chemcal test. W can only test
people or test animals so long. W were trying to go away
fromthat. W need to find a threshold on the thiuranms --
or | amsorry -- necaptobenzothi azoles, a .01 percent was
determined to be a safe level. W need to determ ne that
al so on the carbamates and on the thiuranms so that we can
nmove away from human and ani mal testing, except for
catastrophic chemcals, there will probably still be sone
sort of a Draize test.

Dependi ng on the chem cal residual for clains at
that point, you would be able to nove away fromthe 25
i ndi viduals, after you determ ne which threshold they are
reacting at and build a database, of course.

That is basically what | wanted to hit -- oh,

know, there was one other thing. Wen we talk about gl oves
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now, nore and nore gloves are built with lubricants or site
speci ficness, such as a coding, so that when we do the
Drai ze test, we really do need to specify which side of the
glove we are testing on, so that we are testing what the
wearer would actually have, unless, as a nedical device, we
are also considering that that wearer will also be a patient
one day, but that is a little different consideration and
will probably take a different type of neeting.

But it needs to be site specific when it is on
contact with the derm s, epiderms.

Dd1l hit it all? User friendly -- oh, and the
ot her thing was a phone nunber. That was another thing
CAT(?) covered in the 1994 neeting, which | believe is very
inportant, that all of us manufacturers should have a phone
nunber so that if soneone -- say they are allergic to
par aphentyl diam ne(?), which is in the glove, which doesn't
cause it as nuch as the other three, but they may not know
that and they may not understand it. Perhaps that phone
nunber woul d make a difference to hel p them wal k t hrough
identification and di agnosi s.

Thank you very much. | appreciate your tine.

DR. SIMMONS: Thank you.

We have our next speaker, Dr. Frank Perrella. Dr.
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Perrella is speaking for the American Society of Testing
Materials. Could you please give us your nanme, your
affiliation and any financial interest you nmay have, any new
medi cal devi ce.

DR. PERRELLA: M nane is Frank Perrella and I am
representing the technical commttees that aimto alert the
contact dermatitis and counsel sensitization. M financial
interest is | work for a nedical glove conpany, Tillotson(?)
Heal th Care.

| would like to also tal k about allergic contact
dermatitis and chem cal sensitization and sonme of the things
t hat have been done with ASTM the Anerican Society for
Testing and Material s.

First, | would like to just give you a brief
background of what ASTMis. It was established in 1898.

The Anerican Society of Testing and Materials is one of the
worl d's | argest voluntary standards devel opnment

organi zati ons. ASTM provides a forumto devel op nationa
consensus standards.

The ASTM technical conmttees are open to the
public, governnment and industry. An ASTM standard is a
docunent that is devel oped with the consensus principles of

the Society and neets the approval requirenments of the ASTM
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pr ocedur es.

Al t hough these standards are voluntary, they are
used by governnment agencies to specify their requirenents.
The ASTM conm ttee responsi ble for rubber is D11, which was
originally forned out of the need to devel op product tests
and specifications.

There are two specific ASTM comm ttees that were
formed that are related to these particular issues. One is
the D11.40 Chem cal Sensitization and the other is the Human
RI PT Patch Test Working G oup, which were both fornmed at the
request of FDA and industry.

The process by which standards are devel oped
within ASTM are there are people that have certain expertise
that get involved and volunteer their tinme. 1| volunteer ny
time as chairman of these two conmttees.

First, there needs to be a request for a new
standard, such as in this case, a request fromthe FDA and
fromH MA to forma chem cal sensitization task group to
devel op an anal ytical test nethod that could be used for
| abeling clainms of being below a certain threshold of
chem cal residuals for thiuranms, thiazoles, carbanmates.

The other was a request for a Repeat Insult Patch

Test for human clinical studies, so it could be standardi zed



83
for gloves so that all manufacturers would conduct the test
in the sanme manner and that the agency would be able to
review the study that is done in a unifornmed standardi zed
way .

So, a task group was established. W then
determ ne what is known. ASTM usually doesn't discover
anything new. W take what is out in the world, what
manuf acturers and other scientists and clinicians have been
usi ng, what works for themand then we apply it to see
whet her we can actually wite a standard and validate it
within ASTM so that we have sonething that across the board
for a particular product one woul d conduct according to a
certain protocol

So, a draft is then proposed. A standard is
proposed. It is witten up based on what is known. [If it
is an analytical test, round robin testing is done through
many iterations of trying to validate that proposed standard
or draft. The data is reviewed. It is revised and at sone
poi nt down the road, it is then submtted to the
subcomm ttee of ASTM which is a broader subcommittee of
many products and it needs to neet the approval, needs to be
voted on and needs to neet the approval of that

subcomi tt ee.
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If, in fact, it is approved through that
subconm ttee, it can then go on to the main Society ballot,
which is extrenely broad wthin ASTM That is beyond the
real mof even nedical devices. So, there is quite a process
to approve a standard. It goes through many iterations.

Next, | would like to nention that there is a
public law. Wth the passage of the Technol ogy Transfer
| mprovenents Act of 1995, the Food and Drug Adm nistration
requires all nedical gloves to conformto specific ASTM
standards. In general, other than certain exceptions, al
f ederal agencies and departnments shall use technical
standards that are devel oped or adopted by voluntary
consensus standard bodi es, using such technical standards as
a neans to carry out policy objectives or activities
determ ned by the agencies and departnents.

This is simlar to sone of the standards, for
exanpl e, the Repeat Insult Patch Test that is devel oped.
This is fromthe National Technol ogy Transfer and
Advancenent Act of 1995, Public Law No. 104 to 113.

Sonme of the standards that exist for nedical
gl oves, the base general standards that give the
specifications for a nedical glove, are for exam gl oves,

ASTM D3578, for surgical gloves, D 3577. You also need to
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know that these are not -- these are like |iving docunents.
They get revised. They are revised every few years and
could be up for revision at alnost any point. And they are
al ways going through iterations of inprovenent.

There is also a separate standard for vinyl
exam nation gl oves, ASTM D 5250. There is currently a draft
inits final formof the nitrile exam nation gl ove that
coul d be approved in the near future.

So, chem cal sensitization or what was known in
t he past as hypoal l ergenic clainms, sone of us have used the
termat |east within our group as reduced chem cal
sensitization for seeking a shorter group of words that not
-- mght be specific for chem cals, as opposed to reduced
sensitization potential, which could be sensitizing from
anyt hi ng.

So, we use the word "chemcal." Another thought
on this was sone were in favor of just using the ASTM
standard and saying sinply, rather than to get confused with
jargon, allergy sensitization, elicitation, to just say it
passes the ASTM standard for the Draize period. O if we
had additional ASTMtests, we could say it passes the test
and that woul d be | abel ed on the package.

It certainly would be easier in 12 | anguages than
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a statement of 30 words. So, the claiminplies that the
glove will result in fewer allergic reactions, the Type |V
allergic contact dermatitis, than gloves that do not nerit
t he hypoal | ergeni c | abel.

It does not nean no allergic reactions. The test
does not assess Type | protein allergic reactions, as you
have heard previously.

What | would like to do is just step you through
what does a gl ove have to go through now, what is usually
submtted to the FDA and what you need to know. There are
sone tests that are done prior to human clinical studies.
These are the primary skin irritation tests. It is a test
that is designed to determne the dermal irritation
potential of gloves to intact and abraded skin of the
rabbit. That is ASTM F 719.

Anot her ASTM standard that is used prior to
subm tting for human clinical studies is a dernal
sensitization test. The test is designed to determ ne Type
| V i mmunol ogi cal response potential of gloves to the skin of
guinea pigs. It is ASTMF 720. These are existing
standards that are in use; also, is used as a patch test
call ed a Buehler Method in Archives of Dernatol ogy.

In addition, the International Standard
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Organi zation, |1SO has a docunent, a standard docunent
cal l ed Biol ogi cal Eval uation of Mdical Devices, Part 10,
that describes both irritation and sensitization in animals.
These are done for nedical gloves.

Now, taking that, what have we done to this point?
At the request of both FDA and industry, a group was forned
within ASTMto | ook at chem cal sensitization or at |east an
anal ytical test on the one hand to neasure residuals and on
the other hand, to try to standardize the clinical nethod
for patch testing above and beyond rabbit skin irritation,
gui nea pig sensitization, then human Drai ze.

We have now today an approved ASTM net hod as of
June 1997 for a human repeat insult patch test, ASTMPS 77-
97. The test nethod is to determ ne reduced chem cal
sensitization potential. ASTM Human Repeat |nsult Patch
Test Working G oup, the working group was established again
at the request of FDA and industry in 1996.

Wthin about six nonths tine, we wote and
approved this test nethod in a very short period of tine.
ASTM PS 77, the nodified Draize repeat insult patch test is
designed to determne the potential of a glove to elicit
Type IV i mmunol ogi cal responses in at |east 200 subjects.

The active participants in this working group were Drs.
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WIlIliam Jordan, Howard Mai bach, Robert Reardon and nysel f
participated in witing and reviewi ng the standard that is
currently approved.

Let me go through sone of what we have done,
taking into consideration what the FDA had outlined in a
tenplate prior to that. W went from-- for gloves, instead
of -- | shouldn't say traditional -- gloves were done by
both 24 and 48 hour patches. They weren't done any one way.
So, taking this as one base way it used to be done, 24 hour
pat ches, one day of rest for the skin, another 24 hour patch
for nine or ten inductions was about a 12 day non-cumnul ative
patch. There is one day of rest in between and a 24 hour
chal l enge. The ASTM net hod went to the nore stringent 48
hour induction, nine inductions, which is equivalent to a 21
day cumul ative patch test.

It is only renoved for scoring and then pl aced
back on again. There are no skin recovery periods
fundanentally. It is a 48 hour challenge as opposed to a 24
hour chall enge and read 48, 96 hours after application. The
experts in dermatol ogy, Drs. Jordan and Mai bach, supported
this approach. W set up our own scoring systemthat was
simlar to what has been used and the FDA has accepted that

scoring system
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Let me talk just a little bit about the scoring
system because it is part of this discussion of what is a
pass or fail. Allergic contact dermatitis reactions are
associated wth nore pronounced erythema and edena
typically, than irritant contact dermatitis and have a
greater tendency to formsnmall vesicles or blisters.

Al lergic contact dermatitis has a tendency to
spread beyond the areas of primary contact. This erythema
reaction without any significant edema by some, according to
t heir subm ssions, have been submtted as question marks,
pl us signs or sone wth erythema and edema have been
submtted as a nunerical score plus a plus sign after it.

These are used by sone in different ways for

different interpretations because of -- at least in the
gl ove subm ssions -- a |lack of standardization of the
protocol. So, we tried to standardize it. But one plus

reaction present at the initial 48 hour reading but which
has faded to a questionabl e response or has di sappeared at

t he del ayed reading of 72 to 96 hours can sonetines be a

fal se positive reaction and nust be interpreted cautiously,
according to the Manual of Allergy and | munol ogy, which you
can't see there.

Patch test reactions with intensities of 2 plus or
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3 plus are alnost always truly actions. It didn't say 1
pl us.

So, just briefly, to |l ook at sone of the things
t hat have been out in the field for subm ssions for gloves,
sone have been a question mark for doubtful or m ninal
response, a plus, plus-plus, plus-plus-plus for erythema and
separate scoring for edema for irritation. Qhers have been
a plus, plus a nunerical score, 1, 2, 3, 4 and then a
separate scoring for edema. Ohers have been a 1 plus,
which is erythema and edenma all in one score, 2 plus or 3
pl us.

What we adopted was a nunerical score so that
subm ssi ons woul d have one nunerical value of a |level of
what would be a criteria of a pass or fail. In addition, we
i ncl uded edemn, papul es, vesicles and so on and gave them an
additional .5 score, so that a 1 reaction with an edema, an
erythema with an edema, would be not a 1 plus but a 1.5.

So, essentially, simlar to our scoring within the ASTM PS
77, a 1.5 erythema and edenma is very simlar to a 1 plus in
the scoring system of conbined erythema and edena

Also, this is -- the references on the bottom
there is a reference here fromirritant contact dermatitis,

a Howard Mai bach edited book. W have cone to understand
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that water al one can provoke an inflammatory reaction.
Irritation can occur from sweating underneath occl usive
surfaces of gloves. A study was done by TKL Research. They
t ook 27 subjects, hunman subjects, applied patches that were
wetted only with water. And out of the 27 subjects, 6 out
of the 27 had scores of 1, 22 percent of them

A second i ndependent study was done on the human
clinical. Just water in the watch, an occlusive patch, and
8 out of 29 scores gave a 1 score, 27 percent. Cccluded
water or sweat can elicit a skin reaction response of 1 in a
human patch test.

So, ASTM PS 77, which is an approved standard, a
vol untary consensus standard, recommends a sanple size of
200 subjects and not a sanple size of 300. As stated in
ASTM PS 77, if the sanple size is increased from 200, which
is what was done in the past, what is done by cosnetic
industry and is nore traditional, the 300 subjects, and
there were no responders in the test panel, then the maxi mum
perm ssible reactions to the popul ati on woul d change only
from1l.5 percent to 1 percent.

What that neans is there is a difference of only a
half a percent. The repeat insult patch test is not

sensitive enough, in our opinion, to pick up a change of a
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half a percent in the population. That is would justify
going fromtw to three hundred in this somewhat subjective
and sem -quantitative test.

Changi ng the panel size fromtwo to three hundred
subj ects does not nothing to significantly inprove our yield
but will certainly increase the cost to the manufacturer, a
guote from Dr. Robert R etschel of the Departnent of
Der mat ol ogy at Ochsner Cinic in New Ol eans.

So, further, ASTM PS 77 recommends a nore typica
Webril patch of two by two centineters, which is avail able
coomercially. There isn't a one by one centineter patch
avai l able, to ny knowl edge. It applies adequate pressure to
athinfilmand since it should be equivalent a response to
a one by one inch patch, we recomend the traditional two by
two centineter Webril patch

In addition, the FDA 1996 d ove Qui dance Wrkshop
bookl et recomends a two by two centineter patch. ASTM PS
77 recommends a mnimal skin reaction sensitization score of
1.5. | mght add that dermatol ogists, at |east the feedback
| got, they wanted a higher score on this to be a positive
reaction for sensitization. So, 1.5 was the mnimal that we
t hought and not a | esser score of 1 because occlusive water

pat ches can produce a score of 1.
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ASTM PS 77 recommends a sanpl e size of 200
subj ects, since increasing the sanple size by 50 percent
does not enhance the sensitivity of the test. W also
recomend the sel ection of subjects between the ages of 18
and older with no age excl usion above 65. Typically, these
clinical sites or locations that do this test have people
that are retired. It is not unusual for retired people to
go in for patch testing. |In fact, the original draft of the
ASTM PS 77 had 18 to 75, | think, and Dr. Mai bach
recomended that it was renoved because it was biased to
age. We so did. W renoved it at the request of Dr.
Mai bach.

ASTM PS 77 recommends a m ni mum of 100 subjects
per clinical location. It is not unusual to do lots of a
hundred subjects at a time, to have 200 subjects at one
clinical site and one or the other or vice-versa.

Next, | would like to informyou that there is a
Chem cal Sensitivity Task Group that was put together at the
request of both FDA and industry to devel op an anal yti cal
test that determ ned the residual chem cals of thiazoles,
thiurams and carbamates in nedical gloves that could be used
to identify a sub-threshold | evel that could be used for

| abeling things in place of clinical studies on sensitized
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i ndi vi dual s.

So, the objective is to develop this anal ytical
test of residual extractable accelerators for this claimof
reduced chem cal sensitization or whatever it becones in the
future when that is decided on

The test nmethod is designed to | ook at aqueous
extractabl e accelerators in rubber products and right now we
have draft nethods under devel opnment and we have neetings
periodically, including we have a neeting this Thursday in
Phi | adel phi a at ASTM headquarters. W have drafts for
reverse phase, high performance |iquid chromatography and a
colorinetric assay for dialkyldithiocarbanmates.

A detection |limt of this is about 10 parts per
mllion. Qur objective was to keep it down that | ow because
it looked like the literature was saying .01 percent bel ow
whi ch you start renoving reaction. So, we took a hundred
parts per mllion and said our analytical test should be
sensitive below a hundred parts per mllion.

This nethod -- this task group has been in
exi stence since 1994.

| have a couple of overheads and if | can just
bring this up and show you. This is just -- this is from

the | ast FDA workshop and Dr. Robert Rietschel was the
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nmoderator at that neeting. He also wote two letters to ne,
one about a year ago, as an ASTM chairperson of the Chem cal
Sensitivity Task G oup, and asked ne to submt it to the
FDA, which I did, and just recently has witten ne anot her
letter in response to the FDA' s hypoal | ergenic and | abel i ng.

| thought this was appropriate because he was the
previ ous noderator of this working -- the | ast workshop and
it is to nyself, chairman of the ASTM Task G oup on Chem ca
Sensitivity in the Draize Repeat Insult Patch Test.

"Thank you for sending ne the |latest information
on the FDA's plan to what has previously been called
hypoal | ergenic gloves. | amvery concerned about the
wor di ng that has been proposed by the FDA. | do not believe
that a lay person will understand the |abeling. Back in
1994, when | chaired the workshop on this problem | had
proposed that the | abeling be very specific. | had
suggested that the |abel read 'safe for those sensitive to
mecapt obenzot hi azol e, nmecapt om xt hui ram(?) carbanates.’

| pointed out that only individuals who wll
specifically benefit fromthese fornerly hypoall ergenic
gl oves are those sensitive to rubber accel erators naned on
the label. The only way people can determne that this is

their problemis to have been referred to a dernatol ogi st or
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allergist for patch testing, which would routinely be
capabl e of identifying these materials as all ergens.

"These are patients who are a target audience for
this type of glove. W had suggested that chem cal analysis
of the glove material, which a working group was forned at
ASTM showi ng that gloves are free of these agents should
have sufficed and suggested that a negative PAP s(?) test in
i ndi vi dual s shown to be positive for these materials would
be a sinple way to confirmthe safety issue.

"I still stand by these previous suggestions. The
| ay public does not understand the induction of sensitivity
-- thisis inregard to the | abel of maybe 30 sone odd
words. Induction of sensitivity and the elicitation of
sensitivity in trying -- that is |label 1 versus |label 2 --
intrying to develop wording that deals with this technica
issue is in nmy mnd msdirected.

"Those individuals who actually have a sensitivity
are the ones that need help in finding a way around this
problem The labeling | propose elimnates the word
"allergy," "hypoallergenic,” "induction,"” "elicitation" and
does not even nention latex. The wording | propose is
specific and can assi st people that have docunented allergy

of this type
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"The FDA' s enphasis on proving the Draize test is
in ny mnd msplaced. There is not a sufficient body of
evi dence that the proposed changes will actually increase
the sensitivity of the Draize test to the point that it wll
i nprove public safety. Dr. Robert Rietschel, Chairman of
t he Departnent of Dermatol ogy, Cchsner Cinic."

DR SIMVMONS: Dr. Perrella, may we have a sunmary,
pl ease?

DR. PERRELLA: Yes, | will. | mght add that Ann
Bal dw n of H MA has given ne half of her tine.

This is another letter that Dr. Bill Jordan --

DR. SIMMONS: Could you just -- one second,
pl ease.

How nmuch nore tinme do you think you are going to
have? And is Ms. Bal dwi n here?

DR. PERRELLA: No nore than ten m nutes.

DR. BALDWN. | amgoing to need about maybe five,
Six mnutes at the nost.

DR. SI MMONS: Ckay.

DR. PERRELLA: Dr. Bill Jordan was an active
participant in witing PS 77-97, the ASTM Repeat Insult
Patch Test. Wen | was | ooking for expert dermatol ogists, |

went to sonmeone at the Cleveland Cdinic and they told nme to
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go to two dermatol ogists and only two in this country. One
was Howard Mai bach and one was Bill Jordan. And they were
the two dernmatol ogists that I went to.

Bill spent hours and hours and so did Howard on
the phone with ne. Bill Jordan couldn't be here. He is
involved with inportant clinical, but he wote this and
asked me if I would submt this. He was part of this ASTM
wor king group. So, | think it is certainly pertinent for
t hi s group.

| would Iike to address the proposed panel site of
300 subjects, the size of the patch and the | unping of the
irritation scores. He goes on to say that the quote of
Henderson and Riley, which has to do with the statistics of
the 95 percent confidence limt, this assunmes nore than we
actual ly know about gl oves used in panelists. | wll share
nmy | atex testing experience since 1988 to the present.

To find one sensitization to | atex gloves has
produced over five to seven years, it would take nearly a
t housand vol unteers. My |aboratory has conducted 14
di fferent human repeat insult patch tests for five nmgjor
donestic suppliers of |atex gloves since 1988.

Two t housand four hundred and el even vol unteers

were used to test 24 different |latex sanples. A half a



99
mllion dollars was spent to discover two subjects out of
2,400 tested for allergic contact dermatitis. Four subjects
froma vol unteer popul ation were found to have preexisting
ACD. Two subjects had contact urticaria. The testing
protocol in these human repeat insult patch tests used the
nmore rigorous double 48 hour chall enge phase and sanpl e
sizes of two by two or one inch patches.

Dr. Jordan goes on to say the reason increasing
the panel size is not inmmunologically valid for this test is
that the test rises and falls to the occasion, based on
concentrations present. The test is about inducing allergy
dependent on concentration. The finished product may be a
fair representation of sonme of its ingredients but totally
lacking in validity for some of its other ingredients.

Al'l published studies for validating the
useful ness of the repeat insult patch test has stressed the
role of exam ning a range of concentrations of a single half
centinmeter and its relationship with its vehicle. Finished
product testing is not totally useless, but it can rarely
di scl ose the sensitization potential consistently with a
mld to noderate sensitizer when test concentrations of that
ingredient are less than .5 percent.

The test can di scover gross errors in fornulation
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of newl y-generated allergen not intentionally added.
Ranki ng | ow order allergenic finished formul ati ons as even
| ess allergenic, hypoallergenic, based on current induction
and elicitation nethods cannot be acconplished by anot her
hal f centineter inpact size or another hundred people.

| point out that we uncovered tw ce as many rubber
gl ove del ayed allergies in the open popul ation than we
created. The appendix 1 of the FDA's proposed draft he
di scusses, the only published studies on that natter agree
that size is of no inportance unless the area is very small.
Concentration for unit area determ nes sensitization rates.
This was first proposed by Snitzer(?) in 1942. WMagnuson(?)
confirmed the findings in Klugman's 1966 cl assical paper on
the factors of influencing induction and elicitation,
allergic contact dermatitis presumably addresses these
I Ssues.

The only tinme size may be inportant is if the area
is very small, such as a quarter of a square inch. There is
comercially avail abl e patches based on two by two Webril.
They are not available for a one inch patch. He addresses
the scoring system one plus irritation of scores observed
during any phase of this test for allergic reaction have no

meani ng, other than a notation by the observer.
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One plus is the mldest observable erythema and
useless it is put in context with a control or as part of an
i ndi vi dual collective repetition. A 1 plus on a 48 hour
occl uded test doesn't say anything about a product's
potential to irritate in a real setting.

Finally, Dr. Jordan says allergy tests are one
thing. Irrigation conparison tests are another. It is
possible to do both in the sane test but you need to
all ocate a separate slot. Scattered 1 plus reactions are so
common under conditions of the test, they can only be taken
seriously under very defined circunstances.

| f you patch test nothing but the test device,
that is, wthout the glove specinen or, as | have shown wth
water in it only, you should still be confronted wwth 1's,
plus 1's and even plus 2's on occasion. The FDA's approach
is that this would be a failure for the glove if you had a 1
plus. That is why we think it should be graded the score.

The nodified Draize is a very val uable test, but
it is all too frequently forced in predictive situations
t hat make those who have witten about it and refined it
shudder. Moderate and highly sensitizing conpounds are
likely to be found in finished products, substantially near

zero defects would call for draconian alterations in the
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t est.

So, basically, this really supports that | in
| ooking to the experts have not found, other than a
bi ostatistician | ooking at statistics, which innm mndis
different than real life enpirical data over the years
gat hered, have not been able to gather information to
justify an increase from 200 subjects to 300, that this
woul d provide any greater safety to the user

| have not found any evidence in trying to | ook
that a glove should fail on a score of a 1. At a m ninum
it should be a 1.5 and to sone people's feeling, it should
perhaps be higher if, in fact, we are tal ki ng about
sensitization. | don't think we should discrimnate against
age in this clinical study for clinical sites and |ocations
and | think at this point, diversity of the population by
having two clinical |ocations, basically, you get diversity
just by default, by the people that walk in the door.

It is a conmbination of nmen and wonen, Hi spanic and
aside fromthe black popul ati on bei ng excl uded by the
der mat ol ogi sts because of a harder to read, the skin
reaction.

Thank you very nuch.

DR. SI MMONS: Thank you, M. Perrella.
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| think right now!l amgoing to ask Dr. Mibach if
he would i ke to do his presentation now. | think you have
a plane to catch.

DR. MAIBACH  Actually, the HMA if it is only
five mnutes, | amin great shape.

DR. SIMVONS: |s that okay? You are going to give
us five mnutes? GCkay. W wll go on.

And we have a schedul e change. Ms. Ann Bal dw n.

M5. BALDWN. Yes. | am Ann Baldwi n, director for
technol ogy and regulatory affairs at the Health Industry
Manuf acturer's Association. And other than the salary that
| draw fromH MA, | have no other financial interest to
report to you.

| just have a very brief statenent that | wll
read into the record.

The Heal th I ndustry Manufacturer's Association is
a Washington, D.C -based trade association and the | argest
medi cal technol ogy association in the word. H MA represents
nore than 800 manufacturers of nedical devices, diagnostic
products and nmedi cal information systens and within our
menber shi p are manufacturers of nedi cal devices containing
nat ural rubber | atex.

H MA has been active with the FDA and t he
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scientific and clinical community for many years to try to
determ ne the best way to conmunicate to custoners the
appropriate selection and use of natural rubber |atex
medi cal products with respect to their levels of rel evant
manuf acturing chemcals. H M is concerned that the
| abel ing | anguage that is proposed in the draft guidance is
confusi ng and unwor kabl e.

The statenents appear contradictory. They are too
|l ong and unwi el dy, particularly for multilingual package
| abeling and they are potentially confusing to users of the
products. H MA, therefore, nmakes the foll ow ng
recommendations: One, FDA should adopt w thout revision the
recently rel eased ASTM standard for the nodified Draize
test, PS 77-97.

Two, FDA should ask and work with ASTM to devel op
and establish a nethod for patch testing with glove pieces
t hose individuals who have Type IV hypersensitivity.

Three, wth ASTM standards in place for both the
nodi fied Draize and the patch test, manufacturers should
then be permtted in lieu of the proposed wording in the
gui dance to state on their labeling that the product neets
ASTM PS 77-97 and/ or the applicable ASTM nunerica

designation for the patch test.
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Four, manufacturers would then take responsibility
for training the user community about the use and correct
interpretation of the relevant ASTM test nethods. These
recommendati ons have the foll owm ng advantages. The
references to the ASTM test nethods are concise and clearly
identified to package the product attributes. There would
be no confusion as to which test criteria the product neets.

The approach is consistent with FDA s current
| abeling requirenents for |abeling of protein |evels using
the ASTM nodified Lowy(?) test nethod and finally the
approach is in keeping with the intent of Public Law 104-
113, the Technol ogy Transfer |nprovenents Act of 1995.

And with that, I will close ny remarks.

DR. SIMMONS: Thank you.

| amgoing to ask you to please give a copy of
your statement to the transcriptionist.

Ch, yes. Nowwe will go on to Dr. Howard Mai bach.
| hope | am pronouncing that right.

DR. MAI BACH: Any way you would Iike.

DR. SIMMONS: He is professor and chair in the
Departnent of Dermatol ogy in the University of California.

Pl ease state your nanme, your affiliation and your

financial interest.
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DR. MAI BACH. Madane Chairman -- an interesting
par adox - -

DR. SIMVONS: Yes, it is.

DR. MAIBACH -- panel nenbers and | assune, at
| east the United States world of interest in these ten
billion gloves, condons, balloons and everything el se nmade
out of [ atex.

| have been given an assignnment and | will do it.
First, you nust know ny name because it wasn't clear.
Howard Mai bach. | ama dermatol ogi st at the University of
California and | assure you that the ASTM nor the Till otson
Corporation offered ne nor did | accept an honorarium for
the use of ny nane in those slides.

Second, nor do | have any other financial interest
that I am aware of.

| was given an assignnent to cover a few of the
facts as we understand themand | wll take the liberty, as
have the other speakers, to nmake a few fortuitous comrents
that are not factually based that m ght help the consuner in
t he end.

The first question that is brought up is where did
the late Dr. John Draize, one of the nost prestigious and

acconpl i shed governnent scientists that any governnent has
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ever known, where did Dr. Draize get the nunber of subjects.
Where did he get the size of the patch and what do we know
about it?

Vell, you nust understand that everybody in this
room doesn't know what to do. That is clear, if you have
heard any of the presenters. W have | earned sonethi ng but
nost of what we know has been | earned subsequently to when
t he non- ASTM Drai ze test was witten. Now, we have revi ened
with a lovely nedical student, who is now a resident, Monica
Upadye(?) -- the reference is in your handout -- the total
wor | d experience as to how you woul d choose the size of the
patch. For those of you who want to go through every detai
of it, it isinthe reference. | will only give you the
hi ghl i ght.

This is the data in which a group of aninmals were
-- no, | amsorry -- group of human beings were exposed to
dyni trof | uorobenzene(?) and they were then chall enged at
vari ous doses per unit area. You don't need to go through
the details. You don't need a first rate statistician to
see that those standard errors do not show a difference.

This is now the sanme information expressed in
whi ch you are looking at different sizes that the sane nmass

was exposed to. Again, if you |look here, although it | ooks
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like there are slight differences, the key point is it is
the mass per unit area and it is not the size of the patch.

Now, what you need to know is in the debate about
whet her it should be 2.54 centineters by 2.54 centineters or
one inch by one inch or two centineters by two centineters,
what ever you want to ask, the answer is we at the nonent
don't have an experinental basis to answer it. \What |
showed you was data and what the whol e Upadye paper about is
data with very powerful allergens in very specia
experinmental circunstances. W don't know it for the
chem cal s in rubber gl oves.

So, you may choose to debate many, many ways of
maki ng the decision, but it is certainly not going to be
based on science because we haven't generated the
experinment. Could we generate the experinent? The answer
is "yes." W could have done it at a far nore cost
efficient manner than all of these neetings. So, that takes
care of the issue, the size of the patch

Now, the second issue that has been brought up
that | have been asked to coment on is does the universe of
dermatol ogi c all ergi sts or dermato-toxicol ogi sts have any
data that would help the rubber industry and the agency who

are just hel ping the rubber industry in this event decide
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how you do this 25 percent test to find the non-eliciting
dose, the dose that will not produce clinical disease in
hono sapi ens exposed to rubber gl oves.

Vell, we don't have an enornbus experience.
mean, | can't give you 5, 000 chemcals that we have done it
for, but I can't give you 5,000 chemcals that |I think are
all ergens. But we have the nodel worked out. It is a cost
effective nodel and this is the type of data that you get.

To make this a little nore interesting for those
of you who were here at the last neeting, | chose to take
sonme new data for formal dehyde worked out by Torql amenty(?)
and his coll eagues in Copenhagen. They | ooked at sonething
that we had | ooked at before and they found that if you take
a look at patients, which are the ones that we woul d
identify as being allergic to a thiuram if you take a | ook
at those patients, we screened themwith a single
application with a very distinct patch at 10,000 parts per
mllion.

The threshol d depends upon the degree of
reactivity; nanely, those people that are supersensitive
will clearly have a different threshold than those that are
| ess sensitive. But if you take a group of subjects

commensurate wth what is being reconmended here on
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statistical and practical grounds, the threshold for the
panel that was studied here was 250 parts per mllion.

So, obviously, there is a very big difference
bet ween the dose that you use to identify the allergen in a
test patient that you think maybe sensitive and that
necessary to elicit it if you want to do dose response
curves.

But for the rubber gl ove consuner, there is
anot her fact that we clearly understand and which is driven
clearly in the data with formal dehyde. |If you take this
particul ar panel and you actually use the fornmal dehyde-
cont ai ni ng foundation mass or anything that you want to
preserve with formal dehyde, you get a very different story
because there is a very sinple test that we have used for
decades now, but is now being validated and standard, known
inthe United States by ne as the provocative use test, but
since the best validation data conmes from Finl and, the nane
that | put on this slide is the repeat open application
t est.

No nmatter what you want to call it, the test is
the sane. You take people who are putatively sensitized on
a single patch test and then you have them use the product

in mniature. To decrease the risk to de mnims, you
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mniaturize the test. You don't put this cosnetic used here
over the whole body. You choose a site. The nost sensitive
site happens to be the upper back, but the cubital fastra(?)
is nore convenient into the |aboratory and the vol unteer.

If you do a repeat open application test with an
actual product containing formalin, the threshold at 300
parts per mllion, nobody reacts. Now, since there are one
or two people in this room including one of the panel, who
we are trying to get to use the word that we are dernmat o-
bi ol ogi sts, this was done on the forearm

| f you took the same anmount of formalin and put it
in your excilla(?), the threshold, which we have worked out
and Bill Jordan has worked out, is 30 parts per mllion.

So, what | amreally sort of trying to suggest is that, yes,
wor king with panels of sensitized subjects has enornous
power conpared to the Draize repeat insult patch test.

So, using these assays is going to forward the
cause, decrease the cost for the industry and increase the
result of confidence and credibility for the consunmer. W
know how to do it. | know a nunber of people who have
responded to sone of the agency's docunents, have called and
said, Howard, there aren't 25 people in the whole world who

are allergic to these things.
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Vell, clearly, that is nonsense. Joe Fower wll
get you 25 tonorrow and | am being lazier than he is. It
m ght take nme three days. |If these things were so rare, we

woul dn't be here today discussing Type IV sensitivity.

Now, before | go into the next area, the ASTM
docunent is better than the other guidelines that existed
before, not necessarily through ny input, but I would |ike
to sort of -- because | have got you in ny hands, you are ny
captive, let you understand that any proform docunent of
this is just a bare summary. It is not a substitute for a
| aboratory director, who knows the principles to figure out
what is going on.

When you patch test, you are, in fact, studying
the ability of an inmunol ogic systemto work but you are
al so studying the ability of skin to denonstrate the
i mmunol ogic fact. That is known as the elicitation
phenonena. Just, Joe, to nmake this interesting for you,
this is fromone of ny young col |l eagues in the current issue
of the Korean Journal of Dermatology. | hope all of you
read it regularly. | know | do because, in fact, the
figures are always in English, which makes it easy.

This is the data now, taking various anounts of

mass and changing the size of the chanber. W thout going
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into the details, you can see the data varies all over the
place. So, in fact, you really do have to standardi ze al
of this in a very specific type of occlusive system

Now, | amgoing to |leave the slides and now | am
going to go to a few of the other things that I was asked to
coment on, plus ny one or two fortuitous statenents and you
can wi thhold ny honorariumfor having nade them | cannot
enphasi ze enough -- | don't know what | can do, other than
do cartwheels, to tell you that the practicing physicians of
Anerica, our entire health care systemis ten years behind
you people in this audience.

They don't know the difference between Type |
They don't know what Type IV is about, including many of ny
dermat ol ogi ¢ col | eagues. They are not taught that. They
certainly don't know the role of irritant dermatitis in
gl oves. So, whatever we do, if any of us are going to be
part of the solution rather than the problem we have sone
big time educational efforts.

For those of you who are interested in education,
maybe this is a conflict of interest. | mght get a tenth
of a penny per book. Sonme of you may know that there is a
standard textbook. It is used wdely, especially in Japan

and Europe, nuch less so, unfortunately, in the United
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States, on the science of protective gloves, the safety and

efficacy. It is called Protective Aoves. It is fromour

| aboratory and it is in your handout. But | think tonorrow
af ternoon the sane publisher, again, fromour |aboratory, is
rel easing a book on the contact urticaria syndrone and there
IS an enornous anount about | atex, the nost up-to-date
papers on the | atex human situation for Type |I. But no
matter how many books you may wite, it is your job to
sonehow | et the public and the nmedi cal public know about it.

Next, | cannot enphasi ze that the -- we have |eft
out a very inportant factor. Frank hinted at it, but he
backed off. | guess his boss wanted to be sure we didn't
make it anynore conpli cated.

The Draize test can be nade far nore powerful by
goi ng back to senior high school or freshman year of high
school chem stry; nanely, you can extract the allergens and
in sone of the Draize repeat insult patch testing, it is
extracting the allergens that allows you to make the
identification that you want.

Al of you who work in bioconpatibility are fully
conversant with extractions. There are sone speci al
probl ens when you deal with materials |ike gloves, but many

of these have been worked out. | wll be happy to give you
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the references, but don't forget that if we are now | ooking
at sensitized subjects, we are | ooking at thresholds in
sensitized subjects, extraction offers a very powerful tool.

Everybody has nentioned the rol e of damaged skin,
but two things have been left out. Please renenber that one
out of every twenty people in this room not biologically,
but statistically, because we have the nunbers, have hand
eczema. Most of that hand eczema is probably endogenous.

It is fromwithin side of you. But also, they buy gl oves
and use them So, that has to be factored in to how
power ful we make our | abeling and our assays.

Pl ease al so renenber that it has been dodged
around |i ke people playing dodge ball, but in reality many
brands of rubber gloves are irritating and, hopefully, the
next generation devel opnment will be gloves that are truly
hypoirritating for those consuners who can't use the regul ar
ones and who are not allergic and don't have Type |V
sensitivity. But the irritation certainly conpounds the
clinical problemand, therefore, we need to nmake our safety
| evel s even higher and nore careful.

Now, when you get to the Draize test, you heard in
Bill Jordan's letter, you heard Frank say that mass per unit

area is critical; namely, if you wanted to | ook at those
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slides that | showed you, the few experinents that we have
suggest that | could take everyone of you and put you into
the bath tub in this Holiday Inn with poison ivy, poison oak
and poi son sunac and | could be a god. | could determ ne
whi ch of you get poison ivy and which ones don't.

It is sinply a matter not of the anmount that you

put in the tub. It is the anount that gets in each area.
If I lower the dose, none of you will have a problem [If |
put a lot of the poison ivy in an area of 1 centineter, you
are going to get or nost of you are going to get poison ivy,
poi son oak or poi son sunac.

We understand that. Draize didn't know it, but
intuitively he was correct. So, in fact, the Drai ze repeat
insult patch test and all of ny colleagues in the Skin
D vision at the agency know about it, gives you false
negatives ad libitumand we will get fal se negatives here
unl ess we do a great deal of thinking. And Bill Jordan said
he has tested 2,000 people. He got two positives. That

just shows you how weak the assay is.

So, let's not give up onit. Let's nmake it
stronger. One way to nmeke it stronger is to try to maxim ze
the anmount per unit area. The agency is thinking that this

is a mtter of size. It my be a matter of extraction. It
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may be a matter of having two layers thick, but | don't
t hink we have even tried to solve the problem

O the last several products approved by very
cl ever coll eagues in the skin group, topical group of the
agency, two of the materials have essentially withered in
t he market because they were such powerful allergens. The
reason that we wouldn't know this is it was run at too low a
concentration.

So, you really have to do a little bit of thinking
of how you design the test. The anatomic site is not a
matter of flattery or what part of the body do you want to
show to the | aboratory. W know the nbst sensitive site is
t he upper back. So, clearly when these tests are done, we
have to get sonme way of translating to the | aboratories that
are doing it that we know the correct anatomc site.

The scoring has been totally confused today. |If
there is anybody in this room it is certainly not nme, who
knows the magi ¢ nunber, please identify yourself because you
are much smarter than | am Pl ease, the nunbers are just
for discussion. The nunbers are comruni cati on.

| don't speak Hungarian. | had lunch today with
my | ovely Hungarian daughter here at the hotel and we

deci ded that we needed a common | anguage. She speaks
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English. So, we spoke English, not Hungari an.

The scores, you have to know the biol ogi cal event
they are describing. |If you are tal king about the wei ght
gain of arat in a rodent study, everybody wll agree it is
mlligrams, gramnms, hel ogranms, mcrogranms or picograns. The
scores that | heard bantered around today mean nothing. You
must sinply say that we want to use nunbers, but this is
what the nunbers nean.

Pl ease, when the neeting is over, go to ny
col | eague, Dr. Fower. He will explain to you that for
decades we have known that an allergic reaction in its ful
formw Il have erythema or redness and edema. So, no matter
how the final regulations are witten, we have to get that
i dea acr oss.

Now, the fact that you see erythema and edema
alone is not sufficient. It is required but not sufficient
because there are many things that will occasionally produce
erythema and edema; nanely, a strong irritant in this test
w || produce erythema and edema and you will call it an
al I ergen

So, the enlightened dermato-allergist today,
whether he is in Louisville, Kentucky or whether they are in

Japan or in Europe, none of themthat | know about, who cal
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t hensel ves dermato-al | ergi sts and who do experinments to try
to validate the clinical meaning, none of themcall that
allergy anynore. What they do is they say this is erythema
and edenma. They give it a code so we can do our statistics
and counting, but then they have a very sinple algorithmto
determne is that erythema and edena due to the vapors? W
call that a rogue reaction. You know, we don't know how
else to explainit. O is it due to allergy?

There really is a nidus of individuals avail able
in Asia, in Europe and in the United States that will help
you take what John Draize had to do arbitrarily and convert
it into nmedical science because today we really have done
the correlation studies to know when erythema and edena
means al lergy and when it doesn't nean allergy.

Madane Chairman, | hope | have stayed within ny
tinme. Wether you choose to penalize for ny fortuitous
coment s about education, please do so because you are the
chai r per son

And then lastly, we don't know it all, but we
really do know a great deal and we would be very happy, ny
col | eagues in dermatol ogy and all ergy and i nmunol ogy, to try
to help in any way we can, the consunmer and the -- the

ultimate consuner deserves the best break we can give them
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Thank you.

DR. SIMMONS: Thank you. Before you |eave, you
referred to a docunent, a handout. | don't think the panel
menbers received that.

DR. MAIBACH. Well, | received a copy of the
current ASTM docunent, which | thought the rest of you had
received and | think if you spoke to Frank, he would be
happy to provi de nmassive quantities.

DR. SIMMONS: Ckay. W do have it. Thank you.

Now, | think we have finished this part of the
presentation and we have about 20 m nutes that we want to
know | eave for the panel to discuss, ask questions of the
speakers.

If we still have sone speakers, you may want to
identify yourselves to |let us know you are still in the room
and we are going to open it up for about 20 m nutes to ask
you questions and then we are going to take a break, about a
five mnute break, and then we are going to conme back and go
t hrough the di scussion phase of this neeting.

Yes.

DR. PERRELLA: Is it possible to nake a comment
now? | just wanted for the record to nention -- for the

record, this Frank Perrell a. Neither Dr. Ri etschel or Dr.
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Bill Jordan or Dr. Howard Mai bach have participated in any
testing for Tillotson Health Care or have they received --
t hey have not received any financial support for any of the
participation. They have done it in the spirit of ASTM and
vol unteered their tine.

DR. SI MMONS: Ckay. Thank you.

We now wi Il open up this neeting for the next 15
to 20 mnutes for questions that the panel have of the
speakers.

Panel nenbers. Yes, Dr. Edm ston.

DR. EDM STON:. Dr. WMai bach, | have a question.

Wth the Draize test, if one increases the
sensitivity, the predicted sensitivity, |ooking at an index
and if we choose 1 plus or 2 plus as an index, and we al so
i ncrease the size of the patch to the current avail able
patch size, can we see a greater increase in sensitivity by
usi ng that approach?

DR MAIBACH As in ny brief coments, | wll give
you the science and then | will give you an opinion. The
opinion is clearly fortuitous.

We published with Frank Marzuli(?) at the FDA, 20
years ago, and it is in the ASTM handout, that if one |ikes

to beat down straw nmen, you can beat down the Draize test
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with great ease. Many authors have done it. It is silly.
Draize didn't know the role of concentration.

Today, | can take any new dermat ol ogi ¢ drug and |
can give you a false negative, unless it is a very powerful
allergen, by running it at use concentration. |If | want to
get a real insight into what Draize was tal king about, a
warning sign to do a risk assessnent on, then | have to go
up in the concentration

So, let ne give you an exanple. Neonycin is now
avai l abl e over the counter. 1In order to sell it, it is
usual ly sold at under 1 percent concentration in nost
countries. In order to identify that it is a noderately
potent allergen, which it is, about one out of every hundred
consuners who use it gets dermatitis. And this is field
epi dem ol ogi ¢ studi es.

| have to run it at 5 percent. That is the
problem So, it is concentration dependent. Now, where we
get in the awkward and enbarrassing stage for rubber gl oves
is while we have been tal king about this for years, neither
myself -- and | hope nyself just as responsible as anybody
el se -- nor anyone at the agency nor industry, which | had
hoped by now woul d be notivated to do the question, to

answer this, have found a way to increase the concentration
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of these additives.

Now, | am guessing that it is doable. Therefore,
if you admt that this is such a weak test, which it is,
using the final product, that is where the second stage of
t he agency's recommendations wll be so hel pful because, in
fact, the second stage is |like that provocative use test
that | was nentioning, the repeat open application test.
That will allow you to do what is in parlance today in
general toxicology and dermato-toxicology, that is what is
known as the risk assessnent.

DR. EDM STON:. Can | turn this around and ask ny
col | eague a question, Dr. Fow er?

DR SI MMONS: Yes.

DR. EDM STON:. Dr. Fower, if you |ook at 200 or
300 individuals who are having the Drai ze test, and they
were using a 1 plus threshold, how many of those would be
reactive?

DR FOALER | think that all depends on what is
being tested. | amnot sure | understand your question.

DR. EDM STON: Well, going back and | ooking at the
handout here, | saw that on page 8, it says skin reactions
in individuals who are already allergic to one or nore of

the follow ng classes of chem cals, thiazoles, thiuranms and
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carbamates. And then the next paragraph under test subjects

DR. SI MMONS: Excuse nme. Are you referring to the
gui dance docunent ?

DR EDM STON:  Yes.

-- positive diagnosed to be allergic to each of
t he above classes of chem cal sensitizers in natural rubber.
If an individual is just sensitive to one of these and you
applied this test, as opposed to soneone who is sensitive to
these and you applied the test, in your experience, what
woul d be the result?

DR FONLER | have to see if | amfollow ng your
question. And by the way, | think, as Dr. Mai bach said,
t hese nunbers are not hard science, |ike weights and
measures. These are bioassays that are | ooked at by the
human eye. So, the inportance is the definition of what a
positive test really is and whether we call that a 1 plus or
what have you, but we nust know what that positive test
really is.

| suppose that you are probably asking if one
subject is allergic to only one of these chemcals and a
second subject is allergic to all three and if all three are

present in that glove piece, thenis it nore likely to get a
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stronger reaction in that individual who is allergic to al
three than in the one who is allergic only to the one? You
know, intuitively, you mght think possibly so, but, | nean,
agai n, that depends probably on the |evels of each of these
chem cals in that glove sanple or presence at all. As was
menti oned before, one of these allergens may not be used at
all in some gl oves.

| will expand on that a little further in that
nmost individuals that we see for testing are allergic to
both carbamate and thiuramin the -- the sanme individual is
very comonly allergic to both so that the actual use
situation would be likely to find that a high percentage of

t hese 25 subjects would be allergic to both thiuram and

carbamate. |If they are allergic to either one, they are
usually allergic to both. | won't say usually, but often.

So, | can't really answer. | nean, after having
said all that, | amnot sure | can really answer your

guestion as to what woul d be expected, but | think the
result of a positive or otherwi se -- you know, the rel evant
result we are trying to look for, a true allergic response,
woul d still occur at the levels great enough to cause it to
occur .

DR. EDM STON: The data that was presented by
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Perrella -- did | pronounce your nane correctly -- show ng
that just water, water that is al nost encapsulated, wll
cause a positive response.

DR. FOALER Now, there, you are |ooking, though
at nore of the Draize nethodol ogy, rather than these people
who are al ready sensitized. You know, those are kind of
apples and oranges a little bit.

DR. EDM STON:. People who are already sensitized,
who if they were -- just received the patch, would they have
any response at all if they just received the patch plus the
wat er and no chem cals? |In other words, are they --

DR. FOALER In other words, would you do a
negative control, is that what you are saying, if there was
sonmet hing wi thout the piece of glove, but just a negative
control ?

DR EDM STON:  Yes.

DR. FONLER  Sure, that is usually done in nost of
t hese studies. And would they react again? A snmall
percentage may react with sone perceptible reaction, but
that is where we differentiate. Wether we call it a 1 plus
or a 2 plus or whatever, you know, it is inmportant to
differentiate the norphol ogy of that non-specific reaction,

which, in fact, is usually very weak and, you know, this is
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a bioassay. There is not a perfect scientific difference
bet ween the two.

DR. EDM STON:. [ Conment off m crophone. ]

DR. FOALER Sure. W have never done it. And,
unfortunately, sonme dermatol ogists would also read a 1 plus
different than another. But in general, there is fairly
good understanding and uniformty of what constitutes a true
allergic, inportant allergic reaction.

Agai n, whether we call it a 1 plus, 1 1/2,
what ever .

DR. SIMVONS: Any other questions for our speakers
fromthe panel ?

DR. WHI TEHOUSE: Madane Chairman, could | ask Dr.
Sullivan, | think -- is he still here? -- about your view on
the use of hypoallergenic or reduced chemcally sensitive
-- reduced chem cal sensitization? Should those terns be
abandoned, not used at all?

DR SULLIVAN: | think it is a worthy goal to try
to |l ower the anpbunt of chem cals being delivered to people
al ready sensitive so that they have less difficulty at work.
| nmean, the objectives here are very good. Also, of course,
if the sensitization occurs in the work place, well, then to

mnimze that. There has clearly been a | ot of confusion,
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t hough, anong peopl e who have a nore common ill ness, which
is this I gE anti body nedi ated problem using gloves that are
| abel ed hypoal | ergenic, just sinply not having enough
knowl edge to understand what that really inplied.

So, | could only see nore of the sane, if the sane
termnology is used. There are a ot of ways of dealing
with this, though, but then it makes the information very
hard for the average person to interpret, but | do see
problenms if we use a global termto describe a narrow part
of the overall allergic problens that m ght be associ ated
wi th gl oves.

DR. WHI TEHOUSE: Let ne ask you anot her question.
s it possible -- do you favor the use of testing individual
all ergens, chemcal allergens, rather than |ike the thiuram
-- sorry, this is out of nmy -- thiurans, thiazoles or
carbamates and putting that on the label? | think it was
Dr. Perrella, who suggested the idea that it was -- or
sonebody in one of the letters. It was hard for people to
interpret. The lay public will not interpret things
correctly. Does that nake any sense just to test for
thiurans or thiazoles or carbamates directly?

DR, SULLIVAN. Well, I think -- | nmean, you are a

very know edgeabl e person and, yet, there are stil
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questions in your mnd and you have heard sone of the
worl d's experts discuss it. This is not sinple. And,
furthernore, it is easy to get confused about whether they
are asking if a chemcal can actually sensitize a person and
be a cause of contact dermatitis, which is the purpose of
injecting the concentration of the neonycin as a candi dat e,
as an antigen, versus is this person who |ooks like it does
have sensitivity to certain chemcals going to receive
enough of the chemcal with this exposure to get sick?

| nmean, that is really one of the objectives here.
One is to prevent it fromoccurring. The other is to avoid
di sease in people already sensitized. So, in that sense,
you sort of bioassay a group of people who happen to have
t hese chem cal sensitivities exposed to this glove that has
a certain anmount of the chemcal. But the questionis is it
at a threshold -- is the test adequate to say what would
happen over three nonths?

| mean, these are inportant questions, but as |
see it, because of the conplexity, it doesn't lend itself to
a three word explanation on the box.

DR. WHI TEHOUSE: | wonder if | could ask Dr.
Mai bach a question about could you sensitize the Draize test

to the point where it is false positive and get sone false
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positives?

DR. MAIBACH. In one word, yes. But | don't think
that that is our problemhere. It is the other way around.
It is the false negatives. But may | nmake, Madane Chairman
anot her fortuitous coment that | wasn't asked to respond
to?

DR. SIMMONS:  You may.

DR. MAI BACH. Ckay.

Dr. Wi tehouse, you are -- | understand the thrust
of your question and you are in a roomhere wth a nunber of
peopl e who have been living with this problem especially
the i ndustry people, who are obviously tired of it. It is
training themof their energies. But in a way we really
know that the studies that have been done in the very | ast
few years, with the Type | hypersensitivity, the contact
urticaria syndrone, they are paying off. They are
preventing new people, not in the United States yet
necessarily, but it is certainly convincing that in Finland,
whi ch picked up this football first and ran for the
t ouchdown and the crown of sone type, as they have | owered
t he amount of the various proteins that they are interested
in nmeasuring the way they measure it -- and those are

speci al technical issues -- the nunber of new cases seens to
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be droppi ng.

So, clearly, the effort of the agency here to
| ower these levels, whether it be protein or a specific
protein and whether it be what is being called here
chem cals, mainly the necaptobenzot hi azol es and the thiurans
surely will do the sane here. But really it is at two
| evel s; nanely, the small percentage of the popul ation that
see a dermatol ogist. They really are the outrageously
unhappy ones because very few people in alifetime wll see
a dermat ol ogi st.

That is the secondary prevention that this 25
person panel will help you with. The Draize test will help
you identify outrageously, egregiously conpounded gl oves for
primary prevention. Now, as the industry beconmes -- pays
t he sane anount of attention to Type |V, allergic contact
dermatitis, that they are now paying to Type I, Type IV wll
start to inprove. W wll have less and less of it. Poor
Joe and | will have to go to the race track or sonething.

W w il have no work to do.

DR WHI TEHOUSE: Is it a viable idea, Dr. Mibach
to elimnate the use of |atex gloves and go to sone ot her
ki nd of gl ove?

DR. MAIBACH: That is an economc matter. There
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are non-latex -- there are other elastoners that are
comercially avail able and are being used today, but I
haven't heard anybody in the industry, even the few people
that make them say that that is really viable. Wat seens
to be viable for the Type | is to | ower the amount of the
offending Type | allergens and it seens to have -- you know,
just in a few short years, with the power of one woman in
one country and a few first rate i nmunochem sts, it is
happeni ng right now.

DR. SIMMONS: Are there any other questions?

DR. HYLEK: | actually had a question for Dr.
Sullivan. | was wondering if you could comment on the
i mmunol ogi ¢ response in individuals over 65? As I
understand it, the i mrunol ogi c response actually decreases
at the extrenmes of age. Just to shed sone know edge for us
on Dr. Perrella' s statenent about testing individuals over
t he age of 65, which would not be generalizable to the
popul ation that really uses the gl oves.

DR. SULLIVAN: You ask a very inportant question,
but I don't think a precise answer can be given. For
exanpl e, over half the deaths from asthma each year in this
country and also in Australia occur in people over the age

of 60. So, age-corrected rate, asthma is a deadly disease
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of the ol der person, which was kind of unexpected because it
was expected it should get |ess severe and so on.

Certain kinds of imunol ogic responses in ol der
peopl e certainly are inpaired but when it pertains to
specific questions with specific antigens and either del ayed
hypersensitivity or the expression of |IgE antibodies, |
don't know the answer to that. The guess would be that they
mght be a little bit |ess susceptible, but I would have
said the sane about asthnma.

DR. HYLEK: One other sonewhat rel ated question on
t he pat hophysi ol ogy underlyi ng i nmunol ogi ¢ nechanism | am
trying to understand how sonmeone with a Type |V del ayed
hypersensitivity can be placed at greater risk for the Type
| and if, although there has been sone suggestion that that
clearly occurs, whether it is because the breaks in the skin
then all ow exposure to these natural |atex proteins. 1Is
there really any data? |s there anything that shows that
individuals with the Type IV clearly are at higher risk
because | would want to be cautious about testing already
sensitized individuals with these substances, if there would
be any liability issues of a truly anaphyl actic response,
i.e., bronchospasm or hypotension and shock.

| would think it is exceedingly rare, but | am
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curious if you have any nunbers or percentages?

DR. SULLIVAN: Well, the data are very sparse.
There have individuals described, who are called to nedical
attenti on because of cutaneous problens, who are shown to
have | ynphocyte nediated imunity, at |east by reasonable
standards and no | gE anti bodies, who with conti nued use of
natural rubber |atex gloves progressed to then express |gE
anti bodies. But a rate, an accurate rate, has not been
established and | don't think it is real reliable to say how
frequently does that progression take place because you are
right. There are different antigens, different kinds of
i mmune responses and it could turn out quite variably.

As far as the anaphylaxis is concerned, | did sone
self-flagellation here showing you that | can cause
anaphylaxis with testing, but that has caused a revol ution
in testing, not only in my owmm state, but also across the
country and we start -- we can do these bioassay skin tests
the sane as we do wth venons to insects. W don't test
with full strength venons either anynore, for the sanme
reason.

So, you can safely test these people as far as IgE
is concerned. | don't think that is an issue.

| did want to just offer the notion that a little
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over two years ago, Enory University Hospital took a hybrid
approach to this probl em because we had docunented over 10
percent of our personnel with one kind or another of glove-
rel ated problem Sone of them have been subsequently
characterized i munol ogically but the main point is that we
made a decision to stop using natural rubber |atex exam
gloves. All the non-sterile gloves in the hospital are one
kind of synthetic glove or another. |In the operating room
about 15 percent of the glove use is synthetic. The rest is
nat ural rubber |atex because of surgeon's preference for the
cust om f eel

But if you do the calculations, you will find that
even in teaching hospitals, greater than 95 percent of the
actual glove use is non-sterile. So that we actually
essentially elimnated natural rubber |atex gloves outside
the OR, which has had a maj or inpact upon hand dernatitis
and occupational asthma and rhinitis. In |aboratories, you
can't use the sane kind of gloves. | amsure that a denti st
wouldn't likely be able to use the sanme kind of polynmer, but
the point is that for nearly three years, Enory University
Hospital has operated w thout natural rubber |atex gloves,
aside fromthe sterile gloves, you know, neeting standards

for safety and so on.
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So, that is one alternative. W are just
publ i shing an economic analysis and it depends a little bit
on what kind of a hospital you have, what your state's rate
for worker's conpensation is for total disability. W can
make projections about costs, but elastic vinyl gloves for
ward use cost |less than natural rubber |atex gloves. The
sterile gloves are very different in their costs. So, it is
an option.

DR. SIMVONS: Thank you. | think I wll let Dr.
Fow er have the |last comment and question, unless there is
any other --

DR FOALER This is Dr. Fower. | have an answer
for Dr. Hyl ek.

In my experience, strictly anecdotal, | would
suggest that on the order of half of the individuals | see
who are Type | allergic to latex protein, also are allergic
to these chemcals we are dealing with today, but that there
is a nmuch | ower percentage that goes the other way, that
those that are allergic to the chem cal additives are not
nearly as often going to be allergic to the Type I, the
| atex protein.

My question is actually an extension of yours.

Probably if anybody here can answer the question about age
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and skin reactivity, it is Dr. Maibach. So, | would like to
have his coment on that.

DR. MAIBACH. In the handout, which, hopefully,
you really will get, the ASTM there is a reference,
Pitille(?) and Mai bach. | don't renenber what journal,
about two or three years ago. W fine conbed the literature
and | will give you a brief summary, but | reconmmend if you
really need to know, you read it all.

As you get ol der, nobst young people assune -- |
mean, anybody in this roomunder 40, | amgoing to call a
child -- nost young people -- that is you, Joe -- nobst young
peopl e assune that as you get older, you fall apart. W
certainly all know of sonme pretty senile professors that we
have had. So, you assune the skin falls apart, too.

Well, in fact, the skin for certain classes of
chem cals, as you get older, has an increased barrier to
penetration of certain chemcals. They happen to be
i pophilics(?).

Secondly, that the skin of older people is clearly
| ess reactive to irritants, but that nowis using the 19th
Century dermat ol ogi ¢ vi ewpoi nt, you know, using the eye and
the finger. Useful, but Iimted value; nanely, you see |ess

redness and | ess swelling. Wen we have studi ed people from
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80 to 90, we have conpared themfrom?20 to 30, there is |ess
reactivity.

But that doesn't really answer your question,
which is an experinental question. |If |I took a brand new
allergen in 200 20 year olds and 200 80 year ol ds, what
woul d happen? That experinent hasn't been done yet. But
you see the difference between the two?

But the agency for other and reasons that |
consi der cogent reasons in the |ast nunber of years has
taken two very difficult generic stances and I am not going
to defend all of the thousands of scientists in the agency
and at the NIH, who are as equally involved. One is that we
have to get pregnant -- we need to know nore about pregnant
wonen and now i nfants, as you know, fromBill Cinton, and
we need to know nore about age.

So, it is for that reason that | sort of think it
is alnost outlandish today with all of the strong NI H policy
recommendations to refute that in sonething of this -- a
testing of this limted nature.

DR SIMMONS: | will have to let that be the |ast
wor d.

W are going to take about seven mnutes now for a

break and we will return about 4 o'clock for the discussion
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portion of this neeting.

[Brief recess.]

DR SIMVONS: W are going to spend the next 25 to
30 mnutes, if needed, to discuss -- this is the panel
menber s di scussion -- the gui dance docunent and, hopefully,
we can cone up with sonme recommendati ons.

Each of the panel nenbers have been -- we have
been given sone discussion points. They are not questions.
We are not going to go through them as questions, but they
are just points to kind of help us |Iead our discussion, so
that we can cone up with sonme ideas or recommendations to
| eave wth the FDA.

| have asked Dr. Fow er to kind of |lead us off on
this discussion and before we all leave, | wll give you a
chance, an opportunity, all the nenbers, to say -- to have
time to nmake a statenent or nake a reconmendati on.

Dr. Fow er.

DR. FOALER  Thank you, Madanme Chairperson

| was asked al so by several of the FDA nenbers to
clarify a coment earlier one of our speakers nmade about
perform ng sonme of these tests and excl udi ng bl acks.
think that was not at all neant to be any sort of biased

comment, but sinply | believe the speaker nmeant darkly
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pi gnent ed i ndividual s of whatever race because that is -- it
is difficult technically to do a reading. | am sure that
that was not directed toward African Anericans or any race
individually for any reason.

Let me go ahead then as you requested and go to
sonme of these discussion topics that we have thought about.
I f any of the other panel nenbers would |ike to nake any
comments, it is in the binder listed as page 1, which
actually is in about the mddle of the binder there, if you
have it.

DR. SI MMONS: We have slides, too.

DR. FOALER |s sonebody operating those? There
you go.

The slides nay not necessarily have to keep up
this. Sonme of these there may be no coments on at all.
The first several thoughts had to do with nunbers of test
subj ects, which, obviously, several of our speakers have
addressed, whether it be in the nodified Draize testing or
in testing of individuals already known to be allergic to
sonme of these chem cals.

Are there questions or comments fromthe panel ?

DR. SIMVONS: Are we tal king about changing the

nunber from 300 to 200?
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DR. FOALER  Any consensus for any nodification in
t hose nunbers?

DR. EDM STON: | think the 95 percent confidence
interval is a well-established interval in nedical research
and | feel it is appropriate.

DR FOALER Going on with test subjects and
met hodol ogy, you can skip a couple of slides there. There
was a question about whether in the testing, individuals
with active or with other forms of contact dermatitis, other
t han rubber allergies, should be excluded fromthe testing.
And the answer to that is probably if there is active
dermatitis at the tine that the test would be perforned,

t hose persons probably shoul d be excluded because they are
nore |likely to react nonspecifically.

So, large areas of active dermatitis on the test
subj ect probably would not be a good idea.

Any ot her comments regarding that?

DR. WHI TEHOUSE: Wuld that be at the site of the
test, Dr. Fower, or that would be just anywhere?

DR FOALER It would definitely be at the site of
the test, but even wi de areas of dermatitis and ot her
| ocati ons can sonetines cause a generalized

hypersensitivity.
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DR SIMVONS: | think that their question that
they need to clarify is if it is known -- if you have a
known history of contact dermatitis, should they be
excl uded, not just for the general population, not if they
have an active case at the nonent, but if you have a known
hi story.

DR, FONLER | wouldn't see any other reason to
exclude themunless it is known to be allergic to |atex or
rubber, which was al ready di scussed.

Then there was a question about the patch size,
sone debate about whether a one inch by one inch patch or a
two centinmeter squared patch is necessary. Any thoughts or
comments fromthe panel ?

DR SIMVMONS: | think Dr. Hyl ek had a question.

DR. HYLEK: | believe one of the speakers, Dr.
Perrella, had nentioned that the one inch patch isn't even
on the market or isn't usable. |Is that true and woul d that
be a large cost to cone up with this one inch by one inch?
Per haps we could get nore information on the existence of
that nodality.

DR SIMMONS: | think that is a question for the
FDA because it seens that, obviously, if it is not on the

market, that we can't use it.
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DR. TOMAZI CG-JEZIC. Those are not comrercial tests
for this particular thing because they are testing product.
That neans actually you are using a particular product. You
are cutting out the size, whichever is recommended. | did
speak with a nunber of testing |l abs and that is what they
said they are doing. They take the test article and they
cut out the size that is recommended.

DR. HYLEK: |s that because you want to elimnate
a non-specific reaction to the actual material that the
chem cals are going to be placed upon, the one inch by one
inch or is this --

DR TOMAZI C-JEZIC. The patch is the article per
se. The only thing that is put on the top is the occlusion
tape that is holding the article in the spot. So, there is
no comrercial testing tray as dermatol ogi sts are usually
usi ng.

DR. SIMMONS: | guess the question is why the one
by one inch --

DR. HYLEK: As opposed to the two by two
centineter.

DR TOMAZICGJEZIC. Well, the reason is that
actually in the past we used al ways one to one for the

Draize test for hypoallergenic and | know there was
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di scussi on between dose and the surface by other people, but
we based this on our experience before. And as | think
sonebody reported today, even with those hypoall ergenic

gl oves, which had the one by one inch square size, there

were still reports on adverse reactions to hypoal |l ergenic
gl oves that we received at FDA. | think Dr. Lin nmentioned
t hat .

DR. LIN As | nentioned in the norning in ny
presentation, this incident in 1989, when the agency all ow
for hypoal |l ergenic |level, that test data, we have seen
probably nore than a hundred test report and nost of the
report we have seen is one inch by one inch. | don't know,
for sone reason, historical, but on the other hand, we have
al so seen sone test report using the two centineter by two
centineter, but this is very, very small nunber as conpared
to nost of the report we have seen. It is nostly conducted
with one inch by one inch.

DR. SI MMONS: Any ot her panel nenbers?

DR. WHI TEHOUSE: The only comment | woul d have on
that, Madane Chairman, is that it sounded to nme |ike, one,
the two by two centineter patch is nore comonly used, let's
say, in clinical practice. Two, the one by one, where they

use the entire -- are using the entire patch, the ideal is
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to sort of equate the dosage so that you have a nore
equi val ent dosage, | think, Dr. Lin, it was in the draft.

But also | think I heard that there was -- that naybe sone
of the reactivity to the allergen mght relate also to the
concentration locally, so that while you are increasing the
square centineter of the -- by using 2.5 rather than 2.0,
you m ght deliver a greater dose, but you m ght al so not
deliver a greater concentration

So, it strikes nme that maybe the two by two
approach woul d be reasonable, two by two centineter approach
woul d be reasonabl e, inasnmuch as that it is nore orthodox,
if I my use that term relative to how things are tested.
Maybe Dr. Fowl er can help us with that point.

DR FONLER Well, as | think has pointed out,
this sort of testing is alittle different than a |ot of
other things that are tested on patches. |In this case, the
pi ece of material is the object being tested, obviously, and
it is inherently occlusive, the glove piece.

So, you really don't need sone sort of other
occlusion over that. You just need sonething to adhere it
to the skin. So, | amnot sure that | see where the size
woul d make that nuch difference in cost technically. It may

make sone difference in reactivity and, again, this --
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anecdotally, | can tell you that in individuals, who are
suspected of being allergic to a clothing allergen, for
i nstance, a formal dehyde chem cal and clothing or a dye, it
has been found useful to use |arger patches of pieces of
clothing for testing, rather than to use -- our standard
size for clinical use testing is actually a .8 centineter
circle for patch testing.

So, we tend to use a larger piece and one inch has
probably been picked enmpirically for that. That seens to
give a better chance of a reactivity. So, that may be part
of where this size question has cone from

DR. WHI TEHOUSE: That woul d nmean that there would
be |l ess false --

DR. FOALER  Correct.

DR. SI MMONS: Any of the other panel nenbers have
any questions about the size?

[ There was no response. |

DR. FOALER Moving on, let's nove on possibly a
couple of slides down the |line there about test |ocation.
There was a question whether two sites or nore or |ess would
need to be done, two geographically different |ocations for
testing to be carried out. Any comments on those itens?

DR. HYLEK: Could you just clarify that the
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rati onal e behind the testing in two different geographic
| ocations was really an attenpt to control for confounding,
that nmay be introduced by humdity and tenperature
differences in different areas of the --

DR. TOMAZI CG-JEZIC. There are sone literature data
that indicate that, you know, dry climte would induce such
different condition in the skin; also, the different
tenperature and actually people who were testing in a
di fferent seasons in the sane environnment found these
di ff erences.

| don't know how significant those differences
are, but that was al so a recommendati on of those who are
doing routine testing that may be beneficial to have at two
| ocations -- | nmean, either two |locations or two different
time of the year or whatever.

DR. WHI TEHOUSE: | was just wondering how one
woul d interpret data where you m ght have positive in one
area and negative in another area and what are the two areas
that you woul d contenpl ate being nost |ikely; upper back and
one ot her?

DR. FOALER  Now, you are tal king body |ocation
not geographic location. This has to do wth geographic --

DR. WHI TEHOUSE: My apol ogi es.
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DR. FOALER  -- location around the world.

One ot her comment on the questions about the
second claimwould be that it may be easier for a conpany to
obtain test subjects, the 25 sensitized test subjects, if
they had two or nore |ocations to work fromand they could
have the work done nore rapidly.

Any ot her conmments on that?

[ There was no response. |

There are a couple of questions or comments or
t hought s about scoring criteria. | wll say that
der mat ol ogi sts do use standardi zed nmet hods for scoring skin
reactions on clinical patch testing, but | think sone of the
t houghts in this docunent do need to be | ooked at because
the critical thing, as Dr. Mibach indicated, is not so nuch
what the nunber is, but what that nunber represents.

| will say also that the ASTM docunent 77-97 uses
a different scoring systemthan is used clinically for what
we woul d score, for instance, the Phase 2 subjects. So,
there has to be sone clarification, |I think, as this is
| ooked at to realize that as it stands now, what is a 1 plus
in the ASTM docunent is not the sane as what we call a 1
plus in a clinical patch test setting. And that has to be

resolved, | think, in this.
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DR. HYLEK: | just wanted to raise a point of
informati on and hel p ne again in deciphering sonme of this,
but it states in the guidance docunent that we were given to
read before, that synptonms of irritation in Type IV allergy
may frequently be indistinguishable. The only positive
identification of the two reactions nmay be the tine of the
appearance and for del ayed hypersensitivity, | would think
it would be on the order of 72 hours or sonewhere in there.

DR. FOALER In individuals, say the Phase 2
group, who are already sensitized, we put nmuch nore wei ght
on the late reading than the earlier reading. So, as you
w |l see, the docunent suggests two readi ngs, once when the
pat ches are renoved at 48 hours and then, again, at sone
later tinme, two to four days |ater.

CGenerally, that late reading is nuch nore rel evant
than the first one because sone of these allergens actually
may be mild irritants and that irritation -- this is not
universal, but the irritation tends to fade. The allergy
reaction actually tends to accel erate.

DR. HYLEK: So, that worrisonme fal se positive that
we heard about with the occlusive patch that was only
i npregnated with water, that woul d be equivalent to sweating

and that woul d be sonething that you should really see at
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the tinme you had renoved the patch imediately. Wuldn't it
be a nore --

DR. FOALER  Essentially, that is right.

DR. HYLEK: Okay. So, that would be inportant to
clarify, when we woul d be scoring these reactions on what
hour, post -- okay.

DR. FOALER  Yes.

Let's go on and | think sonme of the -- to finish
up with this -- the labeling clains --

DR. LIN Dr. Fower --

DR. FOALER  Yes.

DR. LIN. -- before you leave this subject, | can
ask questions and | think the reason that we bring this
di scussion point up for discussion essentially is that the
problemwe see this -- as you already indicated earlier, a
few m nutes ago, nost of what dermatol ogi sts, when they
conducting testing or scoring, usually they don't have a
fixed criterion. So, depending on your experience, your
perception or -- so, sonetines we see that, you know,
sonebody may be score 1 plus, but to sone dernmatol ogi st
woul d say, well, this is very mld redness. Maybe it is not
consi dered erythena.

So, in that situation, very difficult for us --
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t hat woul d depend on which testing | ab. Sonme dermatol ogi sts
has very sharp eye. Sonetines sone dernmatol ogi sts probably
has a | ow threshold. Even sone redness, they call it .5 or
not to nention it. So, in that situation, it is very
difficult for our reviewer to judge which would be
considered positive or always it is not positive. That is
the reason we thought, well, nmaybe if we can standardi ze,
you know, the scoring criteria and give it sone definition
when you see what situation that will be considered -- what
is your opinion in that regard?

DR FONLER No, | realize that is a problemfor
you and | agree it has to be standardi zed before this
docunent is finalized and | think that is something that,
you know, probably would be -- you know, can be done with
sone further discussion. But, | agree. | knowthat is a
probl em and that is very critical

DR. SIMVONS: Well, we cannot determ ne the
standardi zati on today, but are we saying that we want to
recommend that you have another neeting to kind of | ook at
scoring specifically?

DR. LIN Well, that is the reason we sort of
decided to use ASTM s scoring system but in your opinion of

synptomatol ogy, is this a scoring system-- is it acceptable
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to all the dermatol ogists in practice?
DR FOALER | certainly can't speak for al

dermat ol ogi sts, but for Dr. Maibach and nyself. No, | would

have to -- | really have to | ook at those criteria closely
again. | don't have enough total understanding of them
right this second to give you an answer. | will be glad to

do that and give you an answer |ater.

Shall we go on to the labeling clains? Let's nove
on the labeling clainms. That is two or three slides down
the line if you wish to put them up

There has been sone di scussion about different
wording for these clains. Coments fromthe panel nenbers?

Claim1, regarding potential for inducing
sensitization in unsensitized individuals. And, again,
don't think that this -- that we are going to rewite this
right here, but | guess if there are any coments, they
shoul d be brought out.

DR SIMVONS: | think probably both of them It
was clear to nme that we probably need to be a little bit
nore cl ear.

DR. HYLEK: It seened to ne that several of the
speakers were in favor of a nmuch nore specific | anguage,

actually putting in there the three different chem cal
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names. And | amjust wondering -- | amnot sure patients in
my practice are that savvy to know what their specific --
what chem cal their reaction is to. But on the other hand,
sonmeone with a very severe latex allergy that is putting up
obstacles for themto continue in their line of work, like
the dentist that we heard of this norning, probably would
have al ready sought out a specialist's opinion and would
have found out the actual -- | amjust curious. In your
practice, do nost of your -- although you are an allergist,

t hough, but | amcurious if the --

DR. FOALER No, | am a dernatol ogi st.

DR, HYLEK: | amjust not sure that ny patients in
a general popul ation of Boston would be able to tell me --
and this would be for that sensitized popul ati on, who woul d
know. This clearly would not apply to the individuals who
haven't a clue if they are going to react to the gl oves.
But even anong the individuals who are sensitized -- this
was the first time | heard of these three different
chem cals and | have a fairly busy general practice, but |
hadn't known nyself. So, | amjust curious if people would
know t he | anguage.

M5. CHANDLER | would like to conment on that.

As a consuner rep, | would be remss if | didn't tal k about
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all the people who phoned ne, faxed ne after | surfed the
"Net. | was even invited into the "Rubber Roonmt to chat.

But there were several people who called wth Type
I, as well as Type |V, allergy experiences, one of which
that just stuck out in ny mnd was a housew fe who found
herself allergic to Playtex cleaning gloves initially when
she was married. And then a year later delivered -- had a
C-section and when they were catheterizing her, had an
anaphyl actic reaction.

She knew the chem cals she was allergic to because
after that she was seen by a dermatol ogi st, had ful
allergen testing. She and two other individuals, also in
the health care industry, who experienced anaphyl actic
reactions, also knew the chemcals they were allergic to,
but others that said, oh, yeah, when | have used | atex
gl oves while providing patient care or whatever, they didn't
know anyt hi ng about the chem cals they were allergic to nor
had they gone to a dermatol ogi st or had any allergy testing.

They just assumed on their own when | put on these
gl oves, | have this allergy. So, therefore, | won't use
t hem anynore. And just talking with other people in their
work setting, three coments that consuners nade when they

called me, that they really wanted to inpress upon the
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commttee and the FDA was the fact that they would | ove to
one day see the powder in gloves treated as second hand
snoke because the powder in gloves can be ersalized(?) for
12 hours and can al so cause probl ens.

They do want clear |abeling, nothing that really
goes into chemcals per se in the real technical sense, but
just the fact that this product can be hazardous to your
health if you already have an allergy and to renove from al
| abel i ng hypoal | ergenic, the word "hypoal | ergeni c" because
it doesn't really anything today.

Al so, they wanted to see nore hospitals providing
| atex reenvironnments. And | believe sonmeone here from
Enory, Dr. Sullivan, was it, that spoke about | atex
reenvironnent, and it is doable. This is definitely an
epidemc. | do 30 pelvic exans everyday and | nyself have
the allergy to the chemcals. So, | use powder-free gl oves.
That hel ps that, but ny patients are conplaining of |atex
all ergies to condons

So, | nmean it is -- we are tal king about gl oves
t oday, but --

DR SIMMONS: Did we get a feeling that we wanted
to -- a nore specific label? | amhearing that we did.

DR. FONLER: | would think that for the Phase 2 or
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the claim2, the individual chem cal nanmes actually are
useful for a nunber of people, who have been tested and know
that they are allergic to those chemcals. | nean, it is a
very small mnority of the general population, but it is
very critical to those few people. It is a hundred percent
inportant to those 1 percent of the people or whatever they
are.

So, for that, the names probably wi Il nean
sonething. To the general claim1, it probably would not.

DR. SIMVONS: Let ne just kind of summarize, if |
can, what | just heard. Just by way of recomendation --
and you can tell nme if you are not in agreenent or just Kkind
of nod your head, but by way of helping the FDA, it seens
that if we | ook at the sanple size, we agree with the sanple
size and we don't think there should be any change with
that, 300 and 25.

I f we go on, should the FDA consider excluding
individuals with other fornms of contact dermatitis, and |
think what | heard is unless the person really had a
previ ous history of contact dermatitis, the recommendati on
is good as it stands. |Is that agreeabl e?

The third, we agree that there should be sone

clarification about the -- I am m ssing scoring -- docunent
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size is okay, the docunent size as it is --

DR. FOALER  Patch si ze.

DR. SIMMONS: The patch size is okay. D d | hear
t hat ?

And there should be sone clarification of scoring.
We cannot answer that today. Maybe it would help with Dr.
Fowl er and sone of our other dermatol ogists to get back with
the FDA. | nean, there should be some clarification that we
cannot just accept what is here.

The | abeling clains, what | amhearing is that
particularly proposed claim2, that we need to have a little
bit nore specificity as to how we | abel, whether it is
chem cals or nore specific information so that the person
who has no idea if they are sensitive to an allergen would
be a little bit cautious in using the product.

| think they really want the --

[ Mul ti pl e discussions.]

| kind of skipped the first claim Onh, that is
it, claim2. That is it. That is where we are.

What we are saying is that where we have nane of
chem cal sensitizer, we just put in the three chemcals? 1Is
that -- would that | abeling claimbe okay? Are we agreed on

t hat ?
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DR. WHI TEHOUSE: All three chem cal s?

DR FONLER | would think also just froma --
this makes sense, that if an individual glove is not
manufactured with a particular chemcal, then by definition
it has to be a reduced sensitizer or reduced potential to
cause allergies. So, as one of the speakers before
menti oned, that, you know, it would not seemto ne to nmake
any sense to wthhold the -- or nake them go through testing
for a chemcal that is not in that glove, if, indeed, it is
truly not in that glove.

But for the others, that doesn't negate what we
said. That is just an additional coment.

DR HYLEK: Just as a point of ignorance because
don't really know how the FDA does it labeling, is there any
reason to put on here any type of an informational statenment
about this does not include the protein?

DR. SIMMONS: That could be a recommendation. Do
you want to nake that recommendation and we can add it to
our recomrendations today?

DR HYLEK: | would nmake that recommendati on

DR. SIMMONS: We can nmeke that reconmendation that
-- are we tal king about claim11 and claim2?

DR HYLEK: Well, | think for the consuner, that
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they would want to know if they had had a bronchospastic
reaction, as Dr. Slater had tal ked about earlier today, or,
God forbid, one of the 11 deaths out of the billion gloves
that were used in one year, although that is very rare. But
you woul d not want to m slead people into thinking that, oh,
well, this sounds great. | can probably just, you know, put
my hands in these for the next 48 hours and not have any --

DR. SIMMONS: So, naybe a statenent |like that with
bot h | abel s.

DR. FOMER. Wth both clains, there nust be an
indication that latex Type |I allergy is not considered in
t hese hypoal | ergeni c cl ai ns.

DR. SIMVONS: | think that would be good. So, we
make a recomendation that you add that disclainer to both.

As far as claim1, claim1l is okay with the
addition of that disclainmer. |[|s that agreeabl e?

DR. LIN Dr. Simons, can | also ask -- this is
sacred to our heart. The reason that we bring this
statenment up for discussion, they indicated sone --
indicated this statenent too | ong. How many people really
can read it and read every word to figure out exactly what
this neans. So, sonebody suggests if there is any way that

we can shorten this statenent, if, for exanple, we have this
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hypoal | ergenicity or hypoall ergen, ten people see it and
right away they can see that the product right away, say,
oh, this relieves allergen type of wording.

But here this is kind of too long and that is what
the criticismthat we have received. Probably at the sane
tinme, we also received fromour nmanufacturer, they al so say
that this is too long. You al so have nentioned about
protein content also. So, you have go so many st atenent
there and, you know, for health care providers, such as you,
do you really have a chance to read this statenent and,
second, that it would nake sense to you and you can really
figure out what this product is all about. That is the
issue we would like you to provide us with sonme input to see
whet her you can nmake this statenment nuch clearer to the end
user when they are in a busy lab, they can | ook at the box
and then really maybe they can see what is the product that
they are dealing wth.

Thank you.

DR. SIMVONS: kay. Panel nenbers?

DR, HYLEK: Well, | think that it would -- | am
sure in ny busy practice that once this becane the market
standard that | would read it probably through once and

t hen, hopefully, recognize it on the subsequent gl oves that
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woul d be placed in ny gurney there or ny table.

So, | would argue that even though it does seemto
be a little verbose, | nean, each word in there is inportant
and | would think that we should keep that. Individuals who

are so interested in this issue, which is why we are al
here, the length of tine it took me to read that first one
was probably about five seconds.

DR. SI MMONS: You know, under the caution
statenent, you can add -- instead of us addi ng anot her
stat enent about protein, we can probably put protein in that
and nake that one sentence. You see where it says
"Caution"? So, we can kind of add that. | think everything
el se i s appropriate.

Any ot her panel nenber discussion? How can we
shorten this?

DR. WHI TEHOUSE: Well, Dr. Lin, you know that a
canel is a horse made by a commttee. Sonebody has to sit
down, perhaps the chair of this commttee, with you and cone
out and reduce the words down to the very m ni mum but not
to the point of od(?) absurden(?). M only concern would be
in the second claimand adding the chem cal sensitizers that
you end up using sonme of these organic chem cals, comms,

comma, comma, that people will not be aware of those. But
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on the other hand, they may well be through their primry
care providers if they know, just |ike sonme people know that
they are allergic to sesane seeds or to -- so that | think
that alittle bit of wordiness may be a safety factor for
t he person invol ved.

DR. LIN.  Just one nore point. | think in Dr.
Perrella' s presentation, he al so suggests that uses,
training, uses, instruction would help if -- you know, to
teach health skill worker what is going on in the glove or
| atex medi cal product, what the manufacturing process --

DR. EDM STON: Actually, that is going on. In ny
hospital and every hospital, we have |l atex commttees. So,
| can tell you fromthe operating room perspective, the
nurses in the operating roomare scanning every single
product that is introduced into that environnment and
schedul i ng cases such that they don't conflict with the use
of any | atex.

So, | can tell you our institution is well aware
of it and | suspect the nessage is getting out. So, | am
not sure any additional educational efforts are needed, at
|l east fromthis conmttee.

DR. SI MMONS: Have the FDA cone out with an

educati onal -- maybe there could be an educati onal video
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sent out to the hospitals that may be produced with
i ndustry. We can nake that recomendati on.

PARTI Cl PANT: FDA is working with NIOSH. In fact,
there was a neeting just this afternoon to tal k about a
tel econference that would be down |linked to hospital sites
and perhaps even including continuing nmedical education
credits and things like that, to discuss the whole -- a
whol e raft of issues and that includes the protein, the Type
| reaction, the powder and certainly the idea of trying to
explain the difference between the Type IV reactions to
chem cal and Type | reactions to protein, | would think,
could be worked into this.

| know that the AMA and the American Nursing
Association is being contacted also to be involved in this.
So, yes, | think education is a viable alternative.

DR. SIMVONS: May | ask the panel if anyone el se
has any comments, any panel nenbers?

[ There was no response. |

May | ask the FDA, have we answered your questions
sufficiently this afternoon?

DR. LIN. W appreciate your input and your i nput
is very, very useful to us and we really appreciate.

DR SIMVONS: W are finished.
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| will nowlike to adjourn this nmeeting and al so
announce we will not have a neeting tonorrow.
Thank you for com ng.
[ Wher eupon, at 4:45 p.m, the neeting was

concl uded. ]



